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CLAIM AMENDMENTS 

1. (Currently Amended) A method of treating or- pr e v e nting or 
preventing an autoimmune disorder in a subject, comprising the step of 
administering to a subject in need of such treatment an effective amount of at least 
one sterol absorption inhibitor or a pharmaceutical^ acceptable salt or solvate 
thereof, wherein the at least one sterol absorption inhibitor is selected from the group 
consisting of sterol absorption inhibitors represented by the following Formulae: 



(a) Formula (I): 



R R 2 



Ar 1 OC m -(C) q -Y n -(C) r Z p Ar 3 



R 1 R 



° V (!) 



or a pharmaceutical^ acceptable salt thereof or a solvate thereof, 
wherein: 

Ar 1 and Ar* are independently selected from the group consisting of aryl and 
R 4 -substituted aryl; 

Ar 3 is aryl or R 5 -substituted aryl; 

X, Y and Z are independently selected from the group consisting of 
-CH2-, -CH(lower alkyl)- and -C(dilower alky!)-; 

2 6 

R and R are independently selected from the group consisting of -OR t 
-0(CO)R 6 , -0<CO)OR 9 and -0(CO)NR 6 R 7 ; 

R 1 and R* are independently selected from the group consisting of hydrogen, 
lower alkyl and aryl; 

qisOoM; 

r is 0 or 1 ; 
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m, n and p are independently selected from 0, 1, 2, 3 or 4; provided that at 
least one of q and r is 1, and the sum of m, n T p, q and r is 1 ? 2, 3, 4, 5 or 6; and 
provided that when p is 0 and r is 1, the sum of m, q and n is 1 , 2, 3, 4 or 5; 

R 4 is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R B , -0(CO)OR & , -0(CH 2 ) M OR 6 , -0(CO)NR 8 R 7 , 
-NRV, -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 f -NR 6 (CO)NrV, -NR 6 S02R G . -COOR 8 , 
-CONRV, -COR 6 , -S0 2 NR 6 R 7 , S(O) 0 .,R 9 f -OfC^^-COOR 8 , 
^(CH 2 ) 1 _ 10 CONR 6 R 7 > -(lower alkylene)COOR 6 , -CH=CH-COOR 6 , -CF 3 , -CN r 
-NO z ar>d halogen; 

R is 1-5 substituente independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 )^OR 6 , -0{CO)NR 6 R 7 , -NR 6 R 7 , 
-NR 6 (CO)R ? , -NR 6 (CO)OR 9 , -NR 6 (CO)NrV, -NR 6 S0 2 R 9 , -COOR 6 , -CONR 6 R 7 , 
-COR 6 , -S0 2 NrV, S(0)o. 2 R 9 , -OfChy^-COOR 6 , -O(CH 2 ) 1 . 10 CONR 6 R 7 , 
-(lower alkylene)COOR 6 and -CH=CH-COOR 6 ; 

6 7 8 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 
R 9 is lower alkyl, aryl or aryl-substituted lower alkyl; 

(b) Formula (III); 




(III) 

or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (IN) above: 

1 3 

Ar is R -substituted aryl; 
Ar 2 is R 4 -substituted aryl; 
At 3 is R 5 -substituted aryl; 

J834*5_DOC 
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Y and Z are independently selected from the group consisting of -CH 2 -, 
-CH(lower alkyl)- and -C(dilower alkyl)-; 

A is selected from -0-, -S-, -S(O)- or-S(0) 2 -; 

R 1 is selected from the group consisting of -OR 6 r -0(CO)R 6 , -0(CO)OR* and 
-0(CO)NR 6 R 7 ; R* is selected from the group consisting of hydrogen, lower alkyl and 
aryl; orR and R together are -O; 

q is 1,2 or 3; 

pis 0, 1,2, 3 or 4; 

^ R s is 1-3 substituents independently selected from the group consisting of 
-OR . -0(CO)R 6 . -0(CO)OR 9 , -0(CH 2 )^OR 9 , -0(CO)NR e R 7 , - N rV, -NR 6 (CO)R 7 
-NR 6 (CO)OR 9 . -NR 6 (CO)NrV, -NR 6 S0 2 -lower alkyl. -NR 6 S0 2 -aryl, -CONrV. - 
COR 8 ^.S0 2 NRV, S(0 W alkyl, S(0)„-aryl. -0(CH 2W COOR 8 . -0(CH 2)l . 
10 CONR 8 R 7 , o-halogeno, m-halogeno, o-lower alkyl, m-lower alkyl, -(lower alkylene)- 
COOR 6 , and 
-CH=CH-COOR 6 ; 

R andR are independently 1-3 substituents independently selected from the 
group consisting of R S , hydrogen, p-iower alkyl, aryl, -NO, -CF 3 and p-halogeno; 

R , R and R 8 are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl- and 

R is lower alkyl, aryl or aryl-substituted lower alkyl; 



(c) Formula (IV): 



R 1£ 



(IV) 

or a pharmaceutically acceptable salt thereof or a solvate thereof, wherein in 
Formula (IV) above: 
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A is selected from the group consisting of R 2 -substituted heterocycloalkyl, R 2 - 
substituted heteroaryl, R 2 -substituted benzofused heterocycloalkyl. and ' R 2 - 
substituted benzofused heteroaryl; 

Ar 1 is aryl or R 3 -substituted aryl; 

Ar is aryl or R -substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, forms the 

X 7 R Lj R6)a 

spiro group < R )b . and 

R is selected from the group consisting of: 

-(CH 2 ) q -, wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1 ; 

-(CH 2 ) e -G-(CH 2 ) f -, wherein G is -O-, -C(O)-. phenylene, -NR 8 - or 
-8(0)^ e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 
-(Pr c e alkenylene)-; and 

-(CH 2 ) r V-(CH 2 ) a -, wherein V Is C 3 -C e cycloalkylene, f is 1-5 and g is 0- 
5, provided that the sum of f and g is 1-6; 
R 5 is selected from: 

11 ' i i 

-CH-, -C(C r C 6 alkyf)-. -CF-, -C(OH)-, -C(C 6 H 4 -R^, ~Kl-, or - + Na ; 

I 

R and R are independently selected from the group consisting of 
-CH r . -CHfCVC,. alkyl)-. -C(*HC,-CJ alkyl), -CH=CH- and 

-C( Cl -C e a.kyl)=CH-; or R 9 together with an adjacent R 6 , or R 5 together with an 
adjacent R 7 , form a -CH=CH- or a -CH=C(C 1 -C 6 alkyl)- group; 

a and b are independently 0, 1. 2 or 3, provided both are not zero; provided 
that when R 6 is -CH=CH- or -C(C r C 6 a.ky.)=CH-, a is 1; provided that when R 7 is 
-CH=CH- or -C(C r C 6 alkyl)=CH-. b is 1; provided that when a is 2 or 3, the R% can 

be the same or different; and provided that when b is 2 or 3. the R 7 's can be the 
same or different; 

J83495.DOC 
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and when Q is a bond, R 1 also can be selected from: 
R 10 R 12 R 10 R io 

■^^f--' " Xm - { ?J l~Y*-fy-*r or -X r (C) v -Y k -S<0 )o _ 2 --; 

R 13 R 11 R 11 

where M is -O-, -S-, -S(O)- or -S(0) 2 -; 

X, Y and Z are independently selected from the group consisting of 
-CHj-. -CH(C r C 6 alkyl)- and -C(di-(C r C 3 ) alkyl); 

^ R and R 12 are independently selected from the group consisting of 
-OR . -0(CO)R U ^0(CO)OR 16 and -0(CO)NR V 5 ; 

R 11 and R 13 are independently selected from the group consisting of 
hydrogen, (C^alkyl and aryl; or R 10 and R 11 together are =0, or R 12 an d R 13 
together are =0; 

d is 1,2 or 3; 

his 0, 1,2, 3 or 4; 

s is 0 or 1: t is 0 or 1; m, n and p are independently 0-4; provided that at 
least one of s and t is 1, and the sum of m, n, p, s and t is 1-6; provided that when p 
«3 0 and t is 1, the sum of m, s and n is 1-5; and provided that when p is 0 and s is 1, 
the sum of m, t and n is 1-5; 

vis 0 or 1; 

j and k are independently 1-5. provided that the sum of j, k and v is 1-5; 

R 2 is 1-3 substituents on the ring carbon atoms selected from the group 
consisting of hydrogen, (C.-C^alkyl, (C 2 -C 10 )alkenyl, <C 2 -C 10 )alkynyl, 
(C3-Ce)cycloalkyl. (C 3 -C 6 )cycloalkeny|, R 1 '-substituted aryl, R 17 -substituted benzyl, 
R 17 -substttuted benzyloxy, R 1 '-substituted aryloxy, halogeno, -NR V s , 
NR'V^-C, alkylene)-. NR'V^OXC^Ce alkylene)-,-NHC(0)R 16 , 
OH, Cl -C 6 alkoxy, -OC(0)R 16 , -COr" hydroxy^-C^alkyf. (C^alkoxtfC,- 
C^alkyl. N0 2 , -S(0), 2 R 13 , -S0 2 NR V s and .(0,-0, a.kylene)COOR 14 ; when R 2 is a 
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substituent on a heterocycloalky. ring, R 2 is as defined, or is =0 or ^J QH ** . 
and, where R 2 is a substituent on a substitutable ring nitrogen, it Is hydrogen 
(C r C 6 )alkyI, aryj, (C^alkoxy, aryloxy, (C^alkylcarbonyl, aryfcarbonyl, hydroxy 
-(CH^CONr'V 8 . 



o 



° p18 



wherein J Is -O-, -NH-, -NR 18 - or -CH 2 -; 

5 3 ~4 



R and R are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of (C 1 -C 6 )alkyl, 
-OR 14 , -0(CO)R 14 , -0(CO)OR 16 , -0(CH 2 )^OR 14 , -0(CO)NR 14 R 1s , -NR ,4 R 15 , 
-NR 14 (C0)R 15 -NR 14 (CO)OR 18 , -NR 14 <CO)NR ,S R 19 . -NR 14 S0 2 R 16 , -COOR 14 
-CONR 1 V 5 , -COR 14 . .S02NR 14 R 15 , S (0 )( , 2 R 16 , -O(CH 2)l . 10 -COOR 14 , 

-OtCH^.CONRV 3 . -(C,-C a alkylene)-COOR 14 , -CH=CH-COOR 14 , -CF 3 , -CN, - 
N0 2 and halogen; 

g 

R is hydrogen, (C^alkyl, aryl (C^alkyl. -C(0)R 14 or -COOR 14 - 

R and R are independently 1-3 groups independently selected from the 

group consisting of hydrogen, (C^alkyl, (0,-C^alkoxy, -COOH, N0 2 , 

-NR 14 R 1S , OH and halogeno; 



R 14 and R 15 are independently selected from the group consisting of 
hydrogen, <C r C s )alkyl, aryl and aryl-substituted (C^C^alkyl; 



R 16 is (C^C^alkyl, aryl or R "-substituted aryl; 
R 18 is hydrogen or (C,-C 6 )alkyl; and 

_ 19 . 

R is hydrogen, hydroxy or (C r C 6 )alkoxy; 



(d) Formula (V): 



J8J495.DOC 
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V 

(V) 

or a pharmaceutical* acceptable salt thereof or a solvate thereof, wherein, in 
Formula (V) above: 

Ar 1 is aryl, R 1 "-substituted aryl or heteroaryl; 
At is aryl or ^-substituted aryl; 
Ar 3 is aryl or R 5 -substituted aryl; 

X and Y are independently selected from the group consisting of -CH r , 
-CHflower alkyl)- and -C(dilower alkyl)-; 

R is -OR 6 -0(CO)R 6 ,-0(CO)OR 9 or -0(CO)NrV; R 1 h hyarogeri( Iower 
alkyl or aryl; or R and R 1 together are =0; 
q is Oor 1; 
riso, 1 or 2; 

m and n are independently 0, 1. 2, 3, 4 or 5; provided that the sum of m n 
and q is 1, 2, 3, 4 or 5; 

R 4 -s 1-5 substituents independent* selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 )^OR 6 , -0(CO)NR 6 R 7 , 

-nrV. -nr 6 ( co)r 7 . -nr 6 ( co)or 9 -nr 6 ( co)nr 7 r 8 , -nr 6 so 2 r 9 , -coor 6 , 
-CONRV, -COR 6 -S0 2 NR e R 7 S(0)„R*, »o(ch 2)i . 10 -coor 6 , 
-OCCH^.^CONrV, -(lower alkylene)COOR 6 and -CH=CH-COOR 6 ; 

^ R 5 is 1-5 substituents independently selected from the group consisting of 
-OR , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 )^OR 6 , -0(CO)NrV, -NR 6 R 7 -NR e (CO)R 7 
-NR 6 (CO)OR 9 , -NR 6 (CO)NRV, -NR 6 S0 2 R 9 , -COOR 6 , -CONrV, -COR 6 , - 

S0 2 NR $ R 7 S<OV 2 R 9 , -O(CH 2)l . 10 -COOR 6 , -O(CH 2)l . 10 CONR 6 R 7 , -CF 3 . -CN, -N0 2 . 
halogen, 



J83495J50C 

$ 
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-(lower alkylene)COOR 6 and -CH=CH-COOR e ; 

R 6 , R 7 and R e are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; 

R is lower alkyl, aryl or aryl-substituted lower alkyl; and 

R 10 is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 -0(CO)R e , -0(CO)OR 9 , -0(CH 2)l . 5 OR 6 , -O(C0)NR 6 R 7 , 
-NR 6 R 7 , -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 R 9 , -COOR 8 , 
-CONRV, -COR 6 . -S0 2 NR $ R 7 , -S<0)«R 9 , -O(CH 2)l . 10 -COOR 6 

-O(CH 2 ) 1 . 10 CONR 6 R 7 T -CF 3 . -CN, -N0 2 and halogen; 



(e) Formula (Vl): 



(R 2 )v A / R2 ° 

(Rs)u- 



O R 21 



(VI) 



or a pharmaceutically acceptable salt thereof or a solvate thereof, wherein: 
R1 is 

-CH-, -C(lower alkylK -6f-. -<b(OH)-. -C(C S H 5 )-, -C(C 6 H 4 -R 15 )-. 

> i 
- N- or -*N O* : 

R2 and R3 are independently selected from the group consisting of: 
-CH2-. -CH(lower alkyl)-, -C(di-lower alkyl)-, -CH=CH- and -C(lower alkyl)=CH-; or 
R1 together with an adjacent R 2 , or R 1 together with an adjacent R 3 , form a 
-CH=CH- or a -CH=C(lower alkyl)- group; 

u and v are independently 0, 1, 2 or 3, provided both are not zero; provided 
that when R 2 is -CH=CH- or -C(lower alkyl)=CH-, v is 1; provided that when R 3 is 

JS349J.DOC 
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-CH=CH- or -Cflower alky|)=CH-, u is 1; provided that when v is 2 or 3, the R 2 's can 
be the same or different; and provided that when u is 2 or 3, the R 3 's can be the 
same or different; 

R4 is selected from B-(CH 2 ) m C(0)-, wherein m is 0, 1, 2, 3, 4 or 5; 
B-(CH2)q-, wherein q is 0, 1, 2, 3, 4, 5 or 6; 

B-<CH2)e-Z-(CH2)r. wherein Z is -O-, -C(0)-, phenylene, -N(R 8 ). or -S(O) 0 -2-, e is 

0, 1, 2, 3, 4 or 5 and r is 0, 1, 2, 3, 4 or 5, provided that the sum of e and r is 0 1 2 
3 ( 4,5or6; ' ' ' 

B-(C2-Ce alkenylene)-; 

8-(C4-Ce alkadienylene)-; 

B-(CH 2 )t-Z-(C 2 -C 6 alkenylene)-, wherein Z is as defined above, and wherein t is 0, 

1. 2 or 3, provided that the sum of t and the number of carbon atoms in the 
alkenylene chain is 2, 3, 4, 5 or 6; 

B-(CH 2 )^-(CH 2 )g-. wherein V is C3-C6 cycloalkylene, f is 1. 2, 3, 4 or 5 and g is 0, 
1, 2, 3, 4 or 5. provided that the sum of f and g is 1, 2, 3. 4, 5 or 6; 
B-(CH 2 )t-V-(C2-C6 alkenylene)- or 

B-(C 2 -C 6 alkenyIene)-V-(CH2)t-, wherein V and t are as defined above, provided 
thatthe sum oftand the number of carbon atoms in the alkenylene chain is 2 345 
or 6; 

e-(CH 2 )a-Z-(CH 2 ) b .V-(CH 2 )d-. wherein Z and V are as defined above and a, b and 
d are independently 0, 1, 2, 3. 4, 5 or 6, provided that the sum of a, b and d is 0, 1, 2, 
3, 4, 5 or 6; or T-(CH 2 ) S - wherein T is cydoalkyl of 3-6 carbon atoms and s is 0. 1,' 
2, 3, 4, 5 or 6; or 

R1 and R4 together form the group B-CH=C- ; 

B is selected from indanyl, indenyl, naphthyl, tetrahydronaphthyl, heteroaryl or 
W-substituted heteroaryl, wherein heteroaryl is selected from the group consisting of 
pyrrolyl, pyridinyl, pyrimidinyl, pyrazinyl, triazinyt, imidazolyl. thiazofyl, pyrazolyl, 
thienyl, oxazofyl and furanyl, and for nitrogen^containing heteroaryls, the N-oxides 
thereof, or 
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r 




R17 

W is 1 to 3 substrtuents independently selected from the group consisting of 
lower alkyl. hydroxy lower alkyl, lower alkoxy, alkoxyalkyl, alkoxyalkoxy, 
alkoxycarbonylalkoxy, (lower alkoxyimino)-lower alkyl, lower alkanedioyl. lower alkyl 
lower alkanedioyl, allyloxy, -CF3. -OCF3. benzyl, R 7 -benzyl. benzyloxy. 
R7-benzyloxy, phenoxy, R7-phenoxy, dioxolanyl, N02,-N(R 8 )(R9), N(R B )(R9)-lower 
alkylene-, N(R 8 )(R 9 )-|ower alkylenyloxy-, OH, halogeno. -CN, -N 3 , -NHC(0)ORio, 
-NHC(0)R10, R110 2 SNH-, (Rn0 2 S) 2 N-, -S(0) 2 NH 2 , -S(O) 0 -2RS. tert- 
butyldimethyl-silyloxymethyl, -C(0)R 12 , -COOR19, -CON(R 8 )(R9), 
CH=CHC(0)Ri 2 . -lower alkylene-C(0)Ri 2 . Rl0C(O)(lower alkylenyloxy)-, 

N(R8)(R9)C(0)(iower alkylenyloxy)- and ' 0Hi ~\^ R ^ for substitution on ring 
carbon atoms, 

and the substrtuents on the substituted heteroaryl ring nitrogen atoms, when present 
are selected from the group consisting of lower alkyl, lower alkoxy, -C(0)ORio, 
-C(O)R 10 , OH, N(R 8 )(R9)-lower alkylene-, N(R8)(R 9 )-lower alkylenyloxy-, - 
S(0)2NH2 and 2-(trimethylsilyl)-ethoxymethyl; 

R7 is 1-3 groups independently selected from the group consisting of lower 
alkyl, lower alkoxy, -COOH, N0 2 , -N(R8)(R 9 ). OH. and halogeno; 

R8 and Rg are independently selected from H or lower alkyl; 

R10 is selected from lower alkyl, phenyl, R7-pheny|, benzyl or R7-benzy|; 

R1 1 is selected from OH, lower alkyl, phenyl, benzyl, R7-phenyl or R7-benzyl; 

R-I2 is selected from H, OH, alkoxy, phenoxy, benzyloxy. 



- v* 13 

, -N(R8)(R9), lower alkyl, phenyl or R7-phenyl; 
R13 is selected from -O-, -CH2-, -NH-, -N(lower alkyl)- or -NC(0)Rig; 



JS3495.DOC 
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R15, R16 and R 17 are independently selected from the group consisting of H 
and the groups defined for W; or R 15 is hydrogen and R 16 and R17, together with 
adjacent carbon atoms to which they are attached, form a dioxolanyl ring; 

R19 is H, lower alkyl, phenyl or phenyl lower alkyl; and 
R20 and R 2 f are independently selected from the group consisting of phenyl, W- 
substituted phenyl, naphthyl, W-substituted naphthyl, indanyl, indenyl, 
tetrahydronaphthyl, benzodioxolyl, heteroaryl, W-substituted heteroaryl, benzofused 
heteroa^ W-substituted benzofused heteroaryl and cydopropyl, wherein heteroaryl 
is as defined above; 



<f) Formula (VIIA) or (VIIB): 



R4 



or 



(VIIA) 



] 


L 




N 



R4 



or a pharmaceutical^ acceptable salt or solvate thereof, 
wherein: 

A is -CH=CH-, -C^c- or-(CH2)p- wherein p is 0, 1 or 2; 



(VIIB) 



J8349S.DOC 
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Bis 




B' is 



R* 

D is -(CH2)mC(0)- or .(CH2)q- wherein m is 1, 2, 3 or 4 and q is 2, 3 or 4; 

E is Cio to C20 alkyl or -C(0)-(C 9 to Cig)-alkyl, wherein the alkyl is straight 
or branched, saturated or containing one or more double bonds; 

R is hydrogen, C1-C15 alkyl, straight or branched, saturated or containing one 
or more double bonds, or B-(CH2)r wherein r is 0, 1, 2, or 3; 

R1. R2. R3, Rr, R2% and Ry are independently selected from the group 
consisting of hydrogen, lower alkyl, lower alkoxy. carboxy. NO2. NH 2 , OH, halogeno, 
lower alkylamino, dilower alkylamino. -NHC{0)OR 5 , R6O2SNH- and -S(0)2NH2; 

R4 is 



(OR 5 ) n 

wherein n is 0, 1 , 2 or 3; 

R5 is lower alkyl; and 

R6 is OH, lower alkyl, phenyl, benzyl or substituted phenyl wherein the 
substituents are 1-3 groups independently selected from the group consisting of 
lower alkyl. lower alkoxy, carboxy, N0 2 . NH 2f OH, halogeno, lower alkylamino and 
dilower alkylamino; 

(g) Formula (VI 1 1): 
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n - — O-G 



Ar 1 -R-Q ^€ 3 



(VIII) 

or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (Vjll) above, 

R 26 isH or OQ1; 

G and G1 are independently selected from the group consisting of 

^%p R 4 or* o^° R7 

H, -<T3 ,,,| OR 3 , -^A...| 0 r3 , -CH 2 -<^V'IOR 5 
C0 2 R 2 ~*CH 2 OR s OR3 OR 4 

OR 3a 

and 4 OR 3 0 ^O^CH 2 R b ; 

R Qf,^Y provided that when R26 j S h or 

^O^CH 2 R a 
OH, G is not H; 

R, R* and Rb are independently selected from the group consisting of H, OH. 
halogeno, -NH2, azido, (Ci-C6)alkoxy(Ci-C6)-alkoxyor-W-R30 ; 

W is independently selected from the group consisting of -NH-C(O)-, -O-C(O)- 

. -0-C(0)-N(R31)., -NH-C(0)-N(R31). and -0,C(S)-N(R31). ; 

R 2 and R6 are independently selected from the group consisting of H, 
(Ci-C6)alkyl, aryl and aryl(Ci-C6)alkyl; 

R3, R4, r5, R 7, R 3a and R 4a are independently selected from the group 
consisting of H r (Ci-C 6 )alkyl, aryl(Ci-C 6 )alkyl, -C{0)(Ci-C6)alkyl and 
-C(0)aryl; 

R30 js selected from the group consisting of R32. SUDSt jt u ted T. 
R32. S ubsbtuted-T-(Ci -Ce)alkyl, R32- SU bstituted-(C2-C4)alkenyl, 
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R32_ S ubstituted-(Ci-C6)alkyl > R 32 -substituted-(C 3 -C7)cydoalkyl and 
R 32 -substituted-(C3-C7)cycloalkyl(Ci -Ce)aJkyl; 

R 31 is selected from the group consisting of H and (Ci-C4)alkyl; 

T is selected from the group consisting of phenyl, furyl, thienyl, pyrrolyl, 
oxazolyl, isoxazolyl, thiazolyl, iosthiazolyl, benzothiazolyl. thiadiazolyl, pyrazolyl, 
imidazolyl and pyrldyl; 

R 3 2 is independently selected from 1-3 substituehts independently selected 
from the group consisting of halogeno, (Ci -C^alkyl, .-OH. phenoxy, - 
-CF3, -N02. (Ci-C4)alkoxy, methylenedioxy, oxo, (Ci-C4)alkylsulfanyl, 
(C-i^alkylsulfinyl. (Ci-C4)alkylsulfonyl, -N(CH 3 )2, -C(0)-NH{Ci-C 4 )alkyl, 
-C(0)-N((Ci-C 4 )alky|)2. -C(OHCi-C 4 )alkyl. -C(OMCi-C 4 )alkoxy and 
pyrrolidinylcarbonyl; or R32 is a covalent bond and R31, the nitrogen to which it is 
attached and R 3 2 form a pyrrolidinyl, piperidinyl, N-methyl-piperazinyl, indolinyl or 
morpholinyl group, or a (Ci-C 4 )alkoxycarbony|-substituted pyrrolidinyl, piperidinyl, 
N-methylpiperazinyl, indolinyl or morpholinyl group; 

Art j s ary | or Rl0_ su bstituted aryl; 

Ar2 i$ aryl or Rl1-substituted aryl; 

Q Is a bond or, with the 3-position ring carbon of the azetidinone, 

V*-(Rl 3 ) a 
forms the spiro group (R 14 )b — ' ; and 

R1 is selected from the group consisting of 

-(CH2)q-. wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1; 

-(CH2)e-E-(CH2)r. wherein E is -0-, -C(O)-, phenylene, -NR22. or 
-S(O)0-2- e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 
-(C2-C6)alkenylene-; and 

-(CH2)f-V-(CH2)g-, wherein V is C3-C6 cycloalkylene, f is 1-5 and g is 
0-5, provided that the sum of f and g is 1-6; 
Rl2is 
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-CH-, .C(C r C e alkyi)-, -CF-, - C (OH)-, -C(C e H 4 .R«), . N ., 0r _ +NO - . 

CH,r *r " ind6Pende ^ S * leCted group consisting of -CH* 

-CH(C1-C 6 alky.)-, -C(di-(Ci-C 6 ) alkyl). -CH=CH- and 

-C(Ci-C6 alky|)=CH-; or R12 together with an adjacent R13 0r R 12 together with an 
adjacent R 14, form a _ CH=CH _ or fl ^ ^ 

a and b are independently 0, 1, 2 or 3, provided both are not zero- 
provided that when R 13 is -CH=CH- or-C^-Ce alkyi)=CH, a isV 
provided that when R 14 ls , C H=CH- or ^(d -C 6 a.kyl)=CH-, b is 1 ■ 
provided that when a is 2 or 3, the R 1 * Can * ^ sgme Qf ^ 
provided that when b is 2 or 3. the R 1* s can be tne m Qr 
and when Q is a bond, r1 also can be: 

f? 15 R ' 7 R 15 R15 

R R ie R16 

M is -O- -S-, -S(O). or -S(0) 2 -; 



X..Y and Z are independently selected from the group consisting of -CH 2 - 
-CH(Ci-C 6 )alky|. and -C(di-(C.1-C 6 )alkyl); 

su bs «tu Rl l an ! indef * ndent * from the group consisting of 1-3 

substtuents independently selected from the group consisting of 

<Ci-C 6 )alW. -OR19 . 0 (C0)R19 -0(CO)OR21. -0(CH 2 )1- 5 0R19 
-O(CO)NR19r20 > . nr i 9r20 . nr19(Co)r20 _ nr19(co)or2i ' 

-NR19 (C 0)NR20 R 25, . NR 19 S02r21 , CQOr19 _ Conr19r20 '_ cor19 
-S0 2 NR19 R 20, S(0)0 . 2R21 . 0( CH 2)1 . 10 -COOR19 -0(CH 2 ) 1 . 10 CONR19 R 20 
-(C1-C6 alky.ene).COORl9 -c^CH-COOR^, . C F 3 , -CN. ~ND 2 and ha,ogen; 

R15 and R17 are independently selected from the group consisting of -or19 
^0(C0)R19, -0(C0)0R21 and -O(CO)NR19r20 ; 
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R« and R18 are in0ependently from ^ sroup consfetinfl ^ h 

(d-Cflalky, and „* or Ria and RW toge th.r „ or Rl7 arK| Rl8 ' 
are =0; ^ 

d is 1,2 or 3; 
his 0. 1,2, 3 or 4; 

s is 0 or 1 ; t is 0 or 1 ; m, n and p are independently 0-4- 
provided that at least one of s and t is 1, and the sum of m, n, p, s and t is 1-6- 
ported that when p is 0 and t is 1 , the sum of m. s and n is 1-5- and 
prov.ded that when p is 0 and s is 1, the sum of m, t and n is 1-5; 
visOorl; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-6; 

R 15 

-Xj-(C) v -Y k -S(O) 02 - 
and when Q is a bond and R1 i S r16 Ar1 can I be 

pyndyl isoxazolyl. furanyl, pyrrolyl, thlenyt, imidazolyl, pyrazo.yl, thiazoly,, pyraly, 
pyrlmidinyl or pyridazinyl; y ' 

Rl9andR20ar e^ependentlyselectedfromthegroupconsistingofH 
(Ci-C6)alky|, aryl and aryl-substituted (Ci-C 6 )alkyl; 

R21 is (C 1 -C 6 )alky|, aryl or R24, SUDStjtuted ary(; 

R22 is H. (d-C^alky!, aryl (d-C^alkyl, -C(0)R19 or _coor19; 
R23 and R 24 are independentfv ^ gmups jndependent)y 

group consisting of H, (d-CeJalkyl, (d^alkoxy, -COOH, N0 2 . 
-NR19R20, .oh and halogeno; and 

R25 is H, -OH or (Ci-C6)alkoxy; and 
(h) Formula (IX): 
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0" 



V X Ar* 



(IX) 



or a pharmaceutic* acceptable sa.tcrso.vate therecf, wherein in Formula (IX): 
R' is selected from the group consisting of H, G, G\ G 2 , -S0 3 H and -P0 3 H; 
G is selected from the group consisting of: H, 
R5( \ /OR 4 R*Q OR 4 

-H 2 C- 




CH 2 OR 6 , 




OR 



OR s 



H 2 R 6 



and 



wherein R. R a and Rb „ ^ lnaepew)en0y ^ 
consist of h. -OH. ha,o, -NH* azido. (C-^a^OvC^Koxy o, -W-R30; 

„u™ " indeP6nden,,y Selected *»> •» sroup consisting of 
-NH-C(0>, «^ -O-CiOW^I,, ^ oyN(R31> and 
•0-C(S)-N(R31 K ana 
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fC, cULT "I" 6 "* inaepend " 1,l >' « *»> 0- 9™P coning of H, 
(Ci-C6)alkyl, acetyl, aiyl and aiyl(Ci-Ce)alkyl; 

R3. R4. R5. r7 R 3a ari d R4a are eaoh TOte(Jted 
cZ" 9 °' H ' (Cl ' C6>a,ky '' ^^^^ 

„32 f ° fe *» the group eonafeang of 

^^tuted-T^d-CeJalM. R3 2 . substitutea . (C2 . C4)a , kenyI 
R 2 -substituted-{Ci-C6)atlcyI, RSWalutad^T^oalM and R32.' 
subsMuted-tCa-CZjoycloallcyltd-Oejalkyl: 

R31 is independently safectad torn .he group consisting of H and (C- 
C4)alkyl; v 1 

T is Independently seleofed from the group consisting of phenyl, furyl. thleny, 
Pyno% oxazolyl. isoxazotyl, thlazcyt. isofhiazolyt. benzothiazoW, Wad.aZ 
pyrazolyl. imldazolyl and pyridyl; miaaiazotyt. 

R32 Is independently selected from 1-3 substituents which are each 
tn-epandentty selected ttotn the group consist of H. halo, (Cl -C4)a, M . OH 
Phenoxy, -CF 3 . -no 2 , <C,-C<>a,k 0 xy. matttylenedioxy.. oxo, (C-C^alKylsulfany, 
(Cr^alMsulfiny., (d-c^ylsutfonyl. -N(CH 3 ) 2 . -C^-NHfCvC^alKyt, -C(0> 
mc,* 4m »2, -CfOHd-C^alkyf, -C^HCC^Ikoxy and pynolldinyfcarbony,- 

or R32 covalent bond ahd R»1. me nitrogen to whteh « is attached and R32 feltn 
« Piperldinyl, N-methyl-piperaziny,. indoliny. or ntorphollny, group, or a 

(Cl-C4)a, to xycarhony|.suhs.i,u.ad pyrrolidine pi pertdi ny,. N-rnetnytpiperaz^ 

mdolinyl or morpholinyl group; 

G 1 is represented by the structure: 
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^~ L/ "V> 

Cx^jcrror cr- 

R- is one to three substituents. each R* being independently se.ected from 
the group consisting of HOOC- HO hs (en u k, ,.L 
rwnw™ , , - j. " nt> ' MS " < CH 3)S-, H 2 N- {NH 2 )(NH)C(NH)- 

(NH 2 )C(0)- and HOOCCH(NH 2 *)CH 2 SS-; 

R« is independency selected from the group consisting of H and NH 2 - 

alky| * " !r rt Tr y S6 ' eCted fr ° m ^ 9r ° UP " H ' -substituted 

a.kyl. R -substituted alky,, unsubstituted cycloalKyl and Restituted cycioa.ky,; 

G 2 is represented by the structure: 

sss are eaeh independenuy M,oaM - - — — - 

a) H; 

b) -OH; 

c) -OCH 3 ; 
o") fluorine; 
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e) chlorine; 
0 -0-C3; 
9) -O-G 1 ; 
h) -O-G 2 ; 
0 -SO3H; and 
J> -P0 3 H; 

provided that when R 1 is H, R 26 is not H, -OH. -OCH 3 or -0-G; 

Ar1 is any., Rl0. substituted afy(> heterQary| or ^n.^^ 

Ar2 is ary., R 1 1-substituted aryl, heteroaryl or R 1 1-substituted heteroaryf; 

• L is selected from the group consisting of: 

a) a covalent bond; 

b) -(CHj) q-, wherein q is 1-6" 

c) -(CHaVE-CCH^, wherein E is -O-, -C(O)-, phenylene. -NR 22 - or 
-S(OW. e is 0-5 and r is 0-5. provided that the sum of e and ris1-6- 

d) -<C2-C 6 )alkenylene-; 

e) -<CH 2 ) r V-(CH 2 ) g - r wherein V is C3-C 6 cycloalkylene, f is 1-S and 
g is 0-5 ; provided that the sum of f and g is 1-6; and 



* A" A" or 



wherein M is -O-, -S-, -S(O)- or-S(0)2-; 

X, Y and 2 are each independently selected from the 
-CH2-, -CHCd-CgJalkyl- and -C(di»(C,-Ca)alkyl)-; 

R 8 is selected from the group consisting of H and alkyi; 

J83495.DOC 

21 



group consisting of 



PAGE 26/113* RCVD AT 6/8/2007 4:03:03 PWI [Eastern Daylight Time] * SVR:USPTO-EFXRF-5/10« DNIS:2738300 1 CSID:412 471 4094 « DURATION (mm-ss):18-14 



JUN-08-2007 16:1? 



The Webb Law Firm 



412 471 4094 P. 027 



Application No. 10/700,909 

Paper Dated June 8, 2007 

Jn Reply to Office Action of March 5, 2007 

Attorney Docket No. CV06093US01 



3 subsL T J k™ eaCh ind6Pendent, y se,ected fr ™ the group consisting of 1- 
3 subsutuents wh.ch are each independently se.ected from *e group consisting of 
(Cl-C6)a.ky,. -OR19, . 0( C0)R19 . 0(C 0)0R21, -0(0^-50^9 . 
0(CO)NR19 R 20, . NR 19 R 20, -NR19 (C 0)R20, -NR19 (CO )Or21 
-NR19 (C 0)NR20 R 25 . NR 19 S 0 2 r21, . coor 19 _ COnr19r20 ^ qr19 
S0 2 NR19 R 20, S(O)0- 2 R2 1 , -0(CH 2)1 . 10 -COOR19, -0(CH 2)1 _ 10 CONR19 R 20 . 
(C1-C 6 a lk y.ene)-COORl9, ^CH-COOR™, -c^ _ CN> _ NC>2 and ha)o; 

*" ^ "iJ 6aCh inde P endent| y Verted from the group consisting of 
1 -OC(0)R^ ( -OC(0)OR 2 \ - OC(0)NR 1 °R*>; 

rc r ?2 r d , Rl8are 6aCh inde P ende "«y Elected from the group consisting of H. 
(CrCsJalkyl and aryl; 

or R 15 and R 16 together are =0, or R 17 and R 18 together are =0; 

d is 1,2 or 3; 
h is 0, 1,2, 3 or 4; 
s is Oor 1; 
tisOoM; 

m, n and p are each independently selected from 0-4- 

provided that at least one of s and t is 1 , and the sum of m, n, p. s and t is 1-6- 
proved that when p is 0 and t is 1, the sum of m. n and p is i- 5 ; and provided thai 
when piso and s is 1, the sum of m, t and n is 1-5; 

vis Oor 1; 

j and k are each independently 1-5, provided that the sum of j, k and v is 1-5; 

Q is a bond. -(CH 2)q -. wherein q is 1-6, or. with the 3-position ring carbon of 
the azetidinone, forms the spiro group 
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(R l4 )i— I ; 

wherein R12 j s 

~CH~, -C(C r C 6 alky!)-, -CF-, .C(OH)-, -C(C 6 H 4 -R*)-, ^ or . 

J 

CH, R ZT T 3 " ea ° h independent * setea «< *»"> <•» group consisBno of 
-CH2, -CH<C,-C6 alky,)-, -CfdHC-Cs, afcyl). -CH=CH- and -C( C1 .C8 aKy,,=CH- 

CH-CH- or a -CH=C(Ci-C6 alkyi), group; 

a and b are each independently 0, 1, 2 or 3, provided both are not zero 
provided that when R 13 ls -CH=CH- or -C(C^ 6 alky ,)-CH, a is 1; provided thai 
when R14 is , CH =CH- or -C(Ci-C6 a,Kyl)=CH, b is 1; provided that when a is 2 or 
3, the R13. S ^ to the samfi or djfferent . an(j prwjded ^ ^ b _ s 2 ^ ^ ^ 

R 14, s can be the same or different; 
and when Q is a bond and I is 



R 15 
-0 



~ a " a ' S0 Pyrid! "' *~* PVTOIyl - mienyl ' W—W. 

thiazolyl, pyraanyl.pyrimldinylorpyrida2inyl; 

rc, r T° ™ "* ' naepe,lden,, >' —*<• *»» <"e group consist^ of H. 

(Ci-C6)amyl, aryl and aryl-substituted (0 1 -Oe)alkyl: 
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R 21 is <Ci-C 6 )alkyl, aryl or R24^ ubstituted ary(; 

R 22 is H, (Ci-Ce)alkyl, aryl (C-f-CeJalkyl, -C(0)Rl9 0 r-COORl9; 

R23 and R24 are each inde p end ently selected from the group consisting of 1- 
3 substotuents which are each independently selected from the group consisting of H, 
(Ci-C 6 )alkyl, (d-C&alkoxy, -COOH, NO2, -NR19r20, . oh and ha|o; and 

R25 is H, -OH or (C 1 -C 6 )alkoxy; 
for the treatment of an antni m mung ^ isnrH er in a subject 

2 - (Original) The method according to claim 1, wherein the at least 
one sterol absorption inhibitor is represented by Formula (I): 

R R 2 
Ar 1 -X m -(C) q .Y n -(C) r Z p Ar 3 

R 1 R 3 ^ f 

J N 

Ar (I) 

or a pharmaceutically acceptable salt thereof or a solvate thereof, 
wherein: 

^ Ar 1 and Ar 2 are independently selected from the group consisting of aryl and 
R -substituted aryl; 

Ar 3 is aryl or R 5 -substituted aryl; 

X, Y and Z are independently selected from the group consisting of 
-CH2-, -CH(lower alkyi)- and -C(dilower alkyl).; 

R and R 2 are independently selected from the group consisting of -OR 6 , 
-0(CO)R 6 . -0(CO)OR 9 and -O{0O)NR 8 R 7 ; 

R 1 and R 3 are independently selected from the group consisting of hydrogen 
lower alkyl and aryl; ~ - 
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q is 0 or 1; 
risOoM; 

m, n and p are independently selected from o, 1, 2, 3 or 4; provided that at 
least one of q and r is 1. and the sum of m, n, p, q and r is 1, 2, 3, 4, 5 or 6- and 
provided** when p is 0 and r is 1, the sum of m, q and n is 1. 2, 3. 4 or 5; 

R 4 is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , - O (C0)R 6 -0(CO)OR 9 , -0(CH 2)l . 5 OR 6 , -0(CO)NR 6 R 7 . 

-nrV, -nr 6 ( co)r 7 , -nr 6 (co)or 9 , -nr 6 ( co)nr 7 r 8 -nr 6 so 2 r*. -coor 6 , 

-CONrV, -COR 6 , -is0 2 NRV, S(0) M R B , -OfCH^.^-COOR 6 , 

-O(CH 2 ) 1 . l0 CONR 6 R 7 , -(lower alkylene)COOR 6 , -CH=CH-COOR 8 , -CF 3 , -ON, 
-N0 2 and halogen; 

^ R is 1-5 substituents independently selected from the group consisting of 
-OR^, -0(CO)R 6 , -0(CO)OR 9 ^(CH^OR 6 , -0(CO)NrV, -NR 6 R 7 . 
-NR 6 (CO)R 7 , -NR 8 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , - N R 6 S 0 2 R 9 , -COOR 6 , -CONR 6 R 7 , 
-COR 6 , -S0 2 NR 6 R 7 . S(0)^R 9 . -0(CH 2)l . 10 -COOR 6 , -O(CH 2)l . 10 CONR 6 R 7 
-(lower alkylene)COOR 6 and -CH=CH-COOR* 

R , R 7 and R 8 are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 
R is lower alkyl, aryl or aryl-substituted lower alkyl. 

3. (Original) The method according to claim 1, wherein the at least 
one sterol absorption inhibitor is represented by Formula (ll): 




(II) 
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or a pharmaceutical^ acceptable salt or solvate thereof. 
4.-10. (Cancel). 



11. (Original) The method according to claim 1. wherein the at least 
one stero. absorption inhibitor is administered to a subject in an amount ranging from 
about 0.1 to about 1000 milligrams of sterol absorption inhibitor per day. 



12. (Original) The method according to claim 1, further comprising the 
step of administering at least one other agent useful for the treatment of an 
autoimmune disorder to the subject 

13. (Currently Amended) The method according to claim 12, wherein 
the other agent useful for the treatment of an autoimmune disorder is selected from 
the group consisting of: 

a) disease modifying antirheumatic drugs; 

b) nonsteroidal awitinflammatory antiinflammatory dfugs; 

c) COX-2 selective inhibitors; 

d) COX-1 inhibitors; 

e) immunosuppressives; pro 5 * kinase inhibitors; and inosine 
monophosphate dehydrogenase inhibitors; 

0 steroids; 

g) biological response modifiers; and 

h) other agents useful for the treatment of autoimmune disorders. 

14. (Original) The method according to claim 1, further comprising the 
step of administering at least one HMG CoA reductase inhibitor to the subject. 

15. (Original) The method according to claim 14. wherein the at least 
one HMG CoA reductase inhibitor is atorvastatin. 
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16. (Original) The method according to claim 14, wherein the at least 
one HMG CoA reductase inhibitor is simvastatin. 

17. COriginai) The method according to claim 1, wherein the subject has 
an autoimmune disorder selected from the group consisting of: Alopecia Areata 
Ankylosing Spondylitis, Antiohospho.ipid Syndrome, Autoimmune Addison's Disease 
Autoimmune Diabetes, Autoimmune Hemolytic Anemia, Autoimmune Hepatitis' 
Behcet's Disease, Bullous Pemphigoid, Cardiomyopathy. Celiac Sprue-Dermatitis' 
Chron.c Fatigue Immune Dysfunction Syndrome (CF.DS), Chronic Inflammatory 

ST* P ° lyneUrOPathy ' ChUr9 - StraUSS ^*>™. Cicatrix Pemphigoid, 
CREST Syndrome, Cold Agglutinin Disease. Crohn's Disease, Discoid Lupus 
Essential Mixed Cryoglobulinemia. Fibromyalgia-Fibromyositis. Good Pasture 
Syndrome, Graft Versus Host Disease. Graves' Disease, Guillain-Barr*, Hashimoto's 

Z tA T C PU,m ° na * FlbTOSiS ' ,di ° PathiC Th ^ytopenia Purpura 
OTP). IgA Nephropathy, .nsulin Dependent Diabetes, Juvenile Arthritis. Lichen 
Planus, Lupus , Meniere's Disease, Mixed Connective Tissue Disease, Multiple 
Sderos.s Myasthenia Gravis, Myositis, Pemphigus Vulgaris, Pernicious Anemia 

RheumT pT Sa< PO,yCh ° ndritiS ' P ^'-du,ar Syndromes, Poiymyalgia 
Rheumatica, Polymyositis and Dermatomyositis, Primary Agam maglo bu.inemi a , 
Pnmary B,„ary Cirrhosis, Psoriasis, Raynaud's Phenomenon, Reiter's Syndrome 
Rheumatic Fever, Rheumatoid Arthritis. Sarcoidosis, Scleroderma, Sjogren's 
Syndrome, Stiff-Man Syndrome, Takayasu Arteritis, Temporal Arteritis/GianT-cei. 
Artentis, Ulcerative Colitis. Uveitis, Vasculitis, Vitiligo, and Wegener's 
Granulomatosis. y 

1 8. (Original) The method according to claim 1 , wherein said sterol 
absorption inhibitor disrupts lipid raft formation and/or organization within the cell 
membranes of leukocytes. 

19. (Original) The method according to claim 18, wherein said lipid raft 
d.sruption affects the pathogenesis of said autoimmune disorder by affecting at least 
one .mmune response selected from the group consisting of antigen presentation T- 



J834M.DOC 

27 



PAGE 32/113* RCVD AT 6J8/2007 4:03:03 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-5/10* DNlS:27383D0 * CSID:412 471 4094 * DURATION (mm-ss):1M4 



JUN-08-2007 16:18 The Webb Law Firm 412 471 4094 P. 033 



Application No. 10/700,909 

Paper Dated June 8, 2007 

In Reply to Office Action of March 5 f 2007 

Attorney Docket No. CV06093US01 

cell activation, T-cell receptor signaling, adhesion molecule function, chemokine 
receptor signaling, and combinations thereof. 

20. (Original) A method of treating e^pfaveming an autoimmune 
border in a subject is provided, comprising the step of administering to a subject in 
need of such treatment an effective amount of at least one sterol absorption inhibitor 
represented by Formula (II) below: 




or a pharmaceutical^ acceptable salt or solvate thereof, 
for the treatment of an a ,rtninr, m un e dianrttar in * P . .k^ 



(II) 



21. (Original) The method according to claim 20, wherein the subject 
has an autoimmune disorder selected from the group consisting of: Alopecia Areata 
Ankylosing Spondylitis, Antiphospholipid Syndrome, aplastic anemia' 
myelodysplastic syndromes, paroxysmal nocturnal hemoglobulinemia, pure red cell 
aplas.a, chronic neutropenias, arnegakaryocytta thrombocytopenia, antiphospholipid 
syndromes, autoimmune thrombocytopenia, autoimmune hemolytic syndromes 
ant.phospholipid syndromes, autoimmune gastritis, achlorhydria, Autoimmune 
Add,son's Disease. Autoimmune Diabetes. Autoimmune Hemolytic Anemia 
Autcmmune Hepatitis, Autoimmune hypophysitis, Autoimmune orchidia 
autcmmune ovarian failure. Behcet* Disease, Bullous Pemphigoid' 
Cardiopathy. Celiac Sprue-Dermatitis, Cicatrical pemphigoid. Chronic Fatigue 
Immune Dy Sfunction Syndrome (CRDS) |nflammatory Demye|jna 

Polyneuropathy, interstitial cystitis, Churg-Strauss Syndrome. Cicatricial 
Pemphigoid, CREST Syndrome, Cold Agglutinin Disease, Crohn's Disease 
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Dermatitis herpetiformis, Discoid Lupus, Drug-induced autoimmune disorders 
Endometriosis, Epidermolysis bullosa acquisita. Essential Mixed Cryoglobulinemia' 
F.bromyalgia-Fibromyositis, Glomerulonephritis, Good Pasture Syndrome. Grafi 
Versus Host Disease, Graves' Disease, Guillain-Barre, Hashimoto's Thyroiditis 
Idiopathic Inflammatory Myopathies, idiopathic Pulmonary Fibrosis. Idiopathic 
Thrombocytopenia Purpura (.TP), , gA Nephropathy, .nsulin Dependent Diabetes 
Juvenrle Arthritis. Lichen Planus. Systemic Lupus Erythmatosus . Meniere's Disease' 
Metal-nduced autoimmunity disorders, Mixed Connective Tissue Disease, Multiple 
Sclerosis, Myasthenia Gravis, Myocarditis, Myositis, Optic neuritis 
Parnless/postpartum thyroiditis, Peripheral nerve vasculitis, Pemphigus Foliaceus 
Pemphigus Vulgaris, Pernicious Anemia, Polyarteritis Nodosa, Polychondritis' 
Polyglandular Syndromes. Polymyalgia Rheumatica, Polymyositis and 
Dermatomyositis, Postinfectious autoimmune disorders. Pnmary 
Agammaglobulinemia. Primary BiHary Cirrhosis, Psoriasis, Psoriatic Arthritis 
Reactrve Arthritis, Raynaud's Phenomenon, Reiter* Syndrome. Rheumatic Fever" 
Rheumatoid Arthritis. Sarcoidosis, Scleritis. Scleroderma. Sjogren's Syndrome, SW- 
Man Syndrome, Takayasu Arteritis. Temporal Arteritis/Giant-cel. Arteritis, Ulcerative 
Colrtrs, Uveitis, Vasculitis, Vitiligo, and Wegener's Granulomatosis. 

22. (Original) The method according to claim 20, further comprising the 
step of administering to said subject at least one other agent useful for the treatment 
of an autoimmune disorder. 

23. (Original) The method according to claim 22, wherein the subject 
has rheumatoid arthritis and wherein said other agent is selected from the group 
consisting of COX-2 inhibitors, COX inhibitors, immunosuppressives, steroids PDE 
IV.nh.bitors, antj-TNF-a compounds, MMP Inhibitors, glucocorticoids, chemokine 
mh.bitors. CB2-selective inhibitors and combinations thereof. 

24. (Currently Amended) A method of treating e^eventi^ 
rheumatoid arthritis in a subject, comprising the step of administering to a subject in 
need of such treatment an effective amount of at least one sterol absorption inhibitor 
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or a pharmaceutical* acceptable salt or solvate thereof, wherein the at least one 
sterol absorption inhibitor is selected from the group consisting of sterol absorption 
inhibitors represented by the following Formulae: 

(a) Formula (I): 

R R 2 
Ar 1 -X m -(CVY n -(C) r -2 p Ar 3 
R 1 R 3 N ) f 

0 N Ar* 



(I) 



or a pharmaceutical^ acceptable salt thereof or a solvate thereof, 
wherein: 



^ At and Ar are independently selected from the group consisting of aryl and 
R -substituted aryl; 



Ar 3 is aryl or R 5 -substituted aryl; 

X, Y and Z are independently selected from the group consisting of 
-CH2-, -CH(lower alkyl)- and -C(dilower alkyl)-; 

R and R 2 are independently selected from the group consisting of -OR 6 , 
-0(CO)R e , -0(CO)OR* and -0(CO)NR 6 R 7 ; 

R 1 and R 3 are independently selected from the group consisting of hydrogen 
lower alkyl and aryl; 

q is 0 or 1 ; 

ris Oor 1; 

m, n and p are independently selected from 0. 1, 2. 3 or 4; provided that at 
least one of q and r is 1, and the sum of m, n, p, q and r is 1, 2, 3, 4, 5 or 6" and 
prov.dedttat when p is o and r is 1, the sum of m, q and n is 1, 2, 3, 4 or 5; 

R 4 is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 8 , -0(CO)R 6 . -0(CO)OR 9 , -0(CH 2 )^OR 6 , -0(CO)NrV. 
-NRV, -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR V. -NR 6 S0 2 R 9 , -COOR 6 , 
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-conrV, -cor*, -so 2 nrV, S(OV 2 R 9 , -o^^-coor 6 , 

"^CH^CONrV, -dower aJkylene)COOR s , *CH=CH-COOR 6 , -CF 3 , -CN, 
-N0 2 and halogen; 4 

^ R S is 1-5 substituents independently selected from the group consisting of 
-OR , ~0(CO)R . -0(CO)OR 9 , -0(CH 2 )^OR 6 ~0(CO)N R V, -NR 6 R 7 , 
-NR e (CO)R 7 , .NR e (CO)OR*, -NR 6 (CO)NR V, -NR 6 S0 2 R 9 , -COOR* -CONR V, 
-COR 6 , -S0 2 NRV, SfO^R 9 , -0<CH 2W COOR 6 , -O(CH 2)i . 10 CONrV. 
-(lower alkylene)COOR 8 and -CH=CH-COOR 6 ; 

R 6 . R 7 and R 8 are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 
R is lower alkyl, aryl or aryl-substituted lower alkyl; 



(b) Formula (III): 



V-A-Y-C-Zp. Ar 3 



R' 



,2 



or a pharma^cany accept safl hereof or a solvata theraof. wharaiain 
Formula (III) above: 

Ar 1 is R 3 -substituted aryl; 

Ar 2 is R 4 -substituted aryl; 

Ar is R -substituted aryl; 

Y and Z are independently selected from the group consisting of -CH 2 -. 
~CH(lower alkyl)- and -C(d»lower alkyl)-; 

A is selected from -O-, -S-, -S(O)- or -S(0) 2 -; 

R 1 is selected from the group consisting of -OR 6 , -0(CO)R e -0(CO)OR 9 and 
-0(CO)NR R ; R 2 is selected from the group consisting of hydrogen, lower alkyl and 
aryl; orR and R together are =0; 
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q is 1, 2 or 3; 
pis 0, 1, 2, 3 or 4; 

^ R 5 is 1-3 substituente independently selected from the group consisting of 
-OR , -0(CO)R , -0(CO)OR 9 -OfCH^OR* -0(CO)N R V, -NR S R 7 , . N r« (CO )r' 
-NR (CO)OR 9 , .NR 6 (CO)NRV, -NR 6 SO 2 -.0wer alky,, -NR e S 0 2 -aryl, -CONRV, . 
COR 6 , ^S0 2 NrV, S(O )0 . 2 -alky», S(0 W aryl. -O(CH 2 ), 10 -COOR e . -0(CH 2)l 
10 CONR R , o-ha.ogeno, m-halogeno, o-lower alkyl, m-lower a.kyl, -(lower alkylene)- 
COOR , and 
-CH=CH-COOR 6 ; 

R 3 and R 4 are independently 1-3 substituents Independently selected from the 
group consisting of R 5 , hydrogen, p-lower alkyl, aryl, -N0 2 , -CF, and p-ha.ogeno; 

hvdro^ , 3n l R8 ,ndependent,y se,ected fro ™ the group consisting of 
hydrogen, lower alkyl, aryl and aryJ-substituted lower alkyl; and 

R is lower alkyl, aryl or aryl-substituted lower alkyl; 
(c) Formula (IV); 

R 19 

Ar 1 -R 1 -Q pj> 

(IV) 

^rrr 0 "* accep,ab ' e sa " thereof ° r a s ° iva,e « 

Formula (IV) above: 

A Is selected from the group consisting of (^-substituted heterocydoalkyl Ft*. 

substituted benzofused heteroaryl; 

Ar is aryl or R -substituted aryl; 
Ar is aryl or R 4 -substituted aryl; 
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Q - a bond or. with the 3-posi«on ring carbon of the a^dinone, forms the 

spiro group < R? )b— . and 

R is selected from the group consisting of: 

-<CH 8 ) q - ( wherein q i s 2-6. provided that when Q forms a spiro ring q 
can also be zero or 1; H 

-(CH 2 ) ft -G~(CH 2 ) r -, wherein G is -O-, -C(O)-, phenylene, -NR 8 - or 
^ e ,S °- 5 and r is °" 5 . Prided that the sum of e and r is 1-6; 
-{C 2 -C 6 alkenylene)-; and 

-(CH 2 ) r V-(CH aV . wherein V is c,-C 8 cycloalkylene, f is 1-5 and g is 0- 
5, provided that the sum of f and g is 1-6; 
R 6 is selected from: 

ii ' i i 

-CH-, -C(C r C 6 alkylK -CF-, -C(OH)-, -C(C e H 4 -R9)-, or -^O" • 

I ' 

CH r H T 1- ""J'*"*"* 1 "'*' Se ' eC,KI " om *• 9 ro "P listing of 
-CIV, -CH(C,-C S alky!)-. -C(di-(C,.Cy alkyl), - C H=CH- and 

-0(C,-C 6 alkv,)=CH, or R 8 toother w» an a djaoen. R« or r' father wan an 
adjacent R , form a -CH-CH- or a -CH=C(C,-C, alkyl)- group- 

a and b ar e independent,, 0, 1, 2 or 3, providad botn are no, zero; provided 
thatwhenR Is-CH^H-or^c^akyD-CH,.^ proved .ha, whan R% 
-CH=CH- or -C (C ,.C 6 a,kyl)=CH, b Is 1; provided that whan . b 2 or 3. the R% pan 

~ ZraT^ a " *- b 15 2 W * - * « - - 

and when Q is a bond, R 1 also can be selected from: 
R 10 R 12 R 10 R io 

^■ Y ^-. -X.^) f Y n - ( cJ) r z p - or -X r( 6) v -Y,S(0^- : 

R 11 R 11 
where M is -O-, -S-, -S(O)- or-S(0) r ; 
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CH rlr? lndePendent,y Mteeto - <™ the group consisting of 
CH 2 -, -CH(C r C 6 alkyl)- and -Cfdi-CC^) aikyn- 



R '° and «" are '^pendentiy selected from the group consisting of 
-OR , -0(CO)R K , -0(CO)OR 16 and -0(C0)NR 14 R 1S : 

R 11 and R 13 are independently selected from the group consisting of 

£Z::^ } ^ ** - " — - =° - « V 
dis 1, 2 or 3; 
h is 0, 1,2, 3 or 4; 

least on'eof s °I 1 h ! I" ? * * ^ ° ^ P ™ independe ^ P-ided that at 

C Z t is 1 7 ' r ^ 01 ^ * S < ,S 1 * ™ that when p 
, ^0andtsl,thesum of m, s and n is 1-5; and provided that when P is 0 and s is 1 

the sum of m, tand n is 1-5; ' 

v is 0 or 1; 

J and k are independently 1-5. provided that the sum of j. k and v Is 1-S- 

conJL*h1 SUbS " ,Uen ' S 0 " *" *" Carb0n at ° mS Seteeted fr ™ •» 9™P 
consstmg of hydrogen. (Chalky,. (O^keny,. (C^aikynyi. 

(C^eycioalky.. (C^cyCoaikenyl. R"-substi<uto4 a*. R". subsfitute d benzy, 

R benzyioxy. R"«ubs«uted aryloxy. haiogeno, -nr'V 

NR R (C,-C e alkylene)-, N R"R«c(OXC,.0 8 alky l eneK-NHC(O)R ,e 

OH, C.-C, aikoxy. -0C,O)R". -COR 14 , hydroxWC-CJaikyt. ,C,- Q a,koxy(C,- 

C^aikyi. NO,, - S( o V ,R» -S0 2 NR V ana ,c,c 6 aikyieneJCOOR*. „hen R 2 „ . 

subsotuent on a heterocydoalkyi ring. R 2 i, as defined, or is =0 or 0**" 
and^ere r 2 is a subsmuen, on a substitute ring nkrorjen. it is hydrogen. 
(Cr^aiky,. aryi, (C.-C^aikoxy, aryioxy. (c^aikyk^ny,, aryiearbonyi. hydroxy. 
-(CH^gCONR R , 
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O 



p18 

;j or . ) 

^18 



wherein J is -0-, -NH-, -NR - or -CH 2 -; 

R and R 4 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of (Chalky!, 
-OR 14 , ^(COR 14 , -0(CO)OR 16 , -O^H^OR 14 , -0(CO)NR ,4 R 15 , - N rV S , 
-NR 14 (C0)R 15 , -NR 14 (CO)OR 16 , -NR 14 (CO)NR 1S R 19 , -NR 14 S0 2 R 16 -COOR 14 
-CONrV 5 -COR 14 ^.S0 2 NR 14 R-, S(0), 2 R 16 , -O<CH 2W CO0R 14 , 

OCCH^.^CONrV 5 , -<C r C 6 alkylene)-COOR 14 , -CH=CH-COOR 14 , -CF 3 , -CN. - 
N0 2 and halogen; 

R 8 is hydrogen, (C^C^alkyl, aryl (C^C^alkyl, -C(0)R 14 or -COOR 14 ; 

R 9 and R 17 are independently 1-3 groups independently selected from the 
group consisting of hydrogen, (Chalky!, (C^alkoxy, -COOH, N0 2 , 
-NR u r 15 , oh and halogeno; 

R 14 and R 15 are independently selected from the group consisting of 
hydrogen, (Chalky!, aryl and aryl-substituted (C^alkyl; 
R is (C^C^alkyl, aryl or R 17 -substituted aryl; 
R 18 is hydrogen or (C^C^alkyJ; and 



R is hydrogen, hydroxy or (C r C 6 )alkoxy; 
(d) Formula (V): 



R 



(V) 

J83495.DOC 

35 



PAGE 40/1 13 » RCVD AT 618/2007 4:03:03 PM [Eastern Daylight Time] " SVR:USPT0-EFXRF-5/1 0 • DNIS:2738300 * CSID:412 471 4094 1 DURATION (mntss):18-14 



JUN-08-2007 16:19 The Webb Law Firm 412 471 4094 P. 041 



Application No. 10/700.909 

Paper Dated June 8, 2007 

In Reply to Office Action of March 5, 2007 

Attorney Docket No. CV06093US01 

or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (V) above: 

1 10 

Ar is aryl, R -substituted aryj or heteroaryl; 
Ar 2 is aryl or R 4 -substituted aryl; 
Ar 3 Is aryl or R 5 -substituted aryl; 

X and Y are independently selected from the group consisting of -CH 2 -, 
-CHflower alkyl)- and -C(dilower alkyl)-; 

R is -OR 6 , -0(CO)R e , -0{CO)OR 9 or -0(CO)NR 6 R 7 ; R 1 is hydrogen, lower 
alkyl or aryl; or R and R 1 together are =0; 
q is 0 or 1; 
r is 0, 1 or 2; 

m and n are independently 0. 1. 2, 3. 4 or 5; provided that the sum of m, n 
and q is 1,2, 3, 4 or 5; 

R 4 is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R e , -0(CO)OR 9 . -0(CH 2 ) V5 OR 6 , -0(CO)NR 6 R 7 , 

-nrV, -nr 6 (co)r 7 , -nr 6 (co)or 9 , -nr 8 ( co)NR 7 r 8 , -nr $ so 2 r 9 , -coor 6 . 
-conrV, -cor 6 , -so 2 nrV, SfO^R 9 , -©(CHJ^-COOR 6 , 
-©(CH^.^CONrV, -(lower alkylene)COOR 6 and -CH=CH-COOR 6 ; 

5 

R is 1-5 substituents independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 . -0(CO)OR 9 -0(CH 2)l . 5 OR 6 . -0(CO)NR 6 R 7 , -NR 6 R 7 -NR 6 (CO)R 7 
-NR 6 (CO)OR 9 , -NR e (CO)NR 7 R 8 -NR 6 S0 2 R 9 -COOR 6 , -CONR 6 R 7 . -COR 8 , - 

SO z NR 6 R 7 , SfO^R 9 -O{CH 2)l . 10 -COOR 6 ( -O(CH 2)l . 10 CONR 6 R 7 , -CF 3 , -CN, -N0 2 , 
halogen, 

-(lower alkylene)COOR 6 and -CH=CH-COOR 6 ; 

R . R and R 8 are independently selected from the group consisting of 
hydrogen, lower alkyl, aryf and aryl-substituted lower alkyl; 

R is lower alkyl, aryl or aryl-substituted lower alkyl; and 

R is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 )^OR 6 , -0(CO)NR 8 R 7 , 
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-nrV, -nr 6 (co)r\ -nr 6 (co>or 9 , -nr 6 (co)nrV, -nr 6 so 2 r 9 , -coor 6 , 

-CONR 6 R 7 , -COR 6 , -S0 2 NRV, ^OJmR 9 , -O(CH 2 ) 1 . l0 -COOR 6 , 
-□(CHjJl^CONrV, -CF 3 , -CN, -N0 2 and halogen; 



(e) Formula (VI): 



R< 

X Ri— (R 2 )v A / Rzo 
(R 3 )u — I S 



-N, 

or > 21 



(VI) 



or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein: 
R1 is 

-CH-, -C(lower alkyl)-, -6f-, -t(OH)-, -t(C 6 H 5 )-, -C(C S H 4 -R 15 )-, 

i i 
-N- or -*N O" ; 

R2 and R3 are independently selected from the group consisting of: 
-CH2-, -CH(lower alkyl)-, -C(di-lower alkyl)-, -CH=CH- and -Cflower alky|)=CH-; or 
R1 together with an adjacent R2, or R1 together with an adjacent R3, form a 
-CH=CH- or a -CH=C(lower alkyl)- group; 

u and v are independently 0, 1, 2 or 3, provided both are not zero; provided 
that when R 2 is -CH=CH- or -C(lower alky|)=CH-, v is 1; provided that when R 3 is 
-CH=CH- or -C(lower alkyl)=CH- > u is 1; provided that when v is 2 or 3, the R2's can 
be the same or different; and provided that when u is 2 or 3, the R 3 's can be the 
same or different; 

R4 is selected from B-(CH2)mC(0)-, wherein m is 0, 1, 2, 3, 4 or 5; 
8-(CH2)q-, wherein q is 0 r 1, 2, 3, 4, 5 or 6; 
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B -(CH2)e-Z-(CH2)r, wherein Z is -O-, -C(O)-, phenylene, -N(Rs)- or -S(O)0-2-, e is 

0, 1, 2, 3, 4 or 5 and r is 0, 1, 2, 3, 4 or 5. provided that the sum of e and r is 0, 1. 2, 
3, 4, 5 or 6; 

B-(C2-Ce alkenylene)-; 
B-(C4-C6 alkadienylene)-; 

B-(CH2)t-Z-(C2-C6 alkenylene)-, wherein 2 is as defined above, and wherein t is 0, 

1, 2 or 3, provided that the sum of t and the number of carbon atoms in the 
alkenyiene chain is 2, 3, 4, 5 or 6; 

B-(CH2)f-V-(CH2)g-, wherein V is C3-C6 cycloalkylene, f is 1, 2, 3, 4 or 5 and g is 0, 

1 , 2, 3, 4 or 5, provided that the sum of f and g is 1 , 2, 3, 4, 5 or 6; 
B-(CH2)t-V-(C2-C6 alkenylene)- or 

B-(C2-C 6 alkenylene)-V-(CH 2 )t-, wherein V and t are as defined above, provided 
that the sum of t and the number of carbon atoms in the alkenylene chain is 2, 3. 4, 5 
or6; 

B-(CH2)a-Z-(CH2)b-V-(CH2)d- wherein Z and V are as defined above and a, b and 
d are independently 0, 1, 2„3, 4, 5 or 6, provided that the sum of a, b and d is 0, 1. 2. 
3. 4, 5 or 6; or T-(CH2) S -. wherein T is cycloalkyl of 3-6 carbon atoms and s is 0, 1, 

2, 3,4, 5 or 6; or 

R1 and R4 together form the group B-CH=C- ; 

B is selected from indanyl, indenyl, naphthyl, tetrahydronaphthyl, heteroaryl or 
W-substituted heteroaryl, wherein heteroaryl is selected from the group consisting of 
pyrrolyl, pyridinyl, pyrimidinyl, pyrazinyl, triazinyl, imidazolyl, thiazolyl, pyrazolyl. 
thienyi, oxazolyl and furanyf, and for nitrogen-containing heteroaryls, the N-oxides 
thereof, or 



W is 1 to 3 substituents independently selected from the group consisting of 
lower alkyl, hydroxy lower alkyl, Jower alkoxy, alkoxyalkyl, alkoxyalkoxy, 
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alkoxycarbonylalkoxy, (lower alkoxyimino)-lower alkyl, lower alkanedioyl, lower alky! 
lower alkanedioyl, allyloxy, -CF3, *OCF3. benzyl, Ry-benzyl, benzyloxy, 
R 7 -benzyloxy, phenoxy, R 7 -phenoxy, dioxolanyl, N0 2 .-N(R 8 )(R 9 ), N(R8)(Rg)-lower 
alkylene-, N(R 8 )(R9)-lower alkylenyloxy-, OH, halogeno, -CN, -N3, -NHC(O)ORi0, 
-NHC(O)Ri 0 , R11O2SNH-. (R110 2 S)2N-, -S(0) 2 NH2. -S(O) 0 - 2 Re. tert- 
butyldimethyl-silyloxymethyl, -C(0)R 12 , -COOR19, -CON(R 8 )(R9), 
CH=CHC(0)R 12 , -lower alkylene-C(0)Ri 2 , Ri 0 C(O)(lower alkylenyloxy)-, 

N(R8)(R9)C(0)(lower alkylenyloxy). and ~ CH2 ~V^ R ' 3 for substituBon on ring 
carbon atoms, 

and the substituents on the substituted heteroaryl ring nitrogen atoms, when present, 
are selected from the group consisting of lower alkyl, lower alkoxy, -C(0)ORio, 
-C(O)Ri0, OH. N(R8)(Rg)-lower alkylene-,N(R8)(R 9 )-lower alkylenyloxy-, - 
S(0) 2 NH 2 and 2-(trimethylsilyl)-ethoxymethyl; 

R7 is 1-3 groups independently selected from the group consisting of lower 
alkyl, lower alkoxy, -COOH, N0 2 , -N(R 8 )(R9), OH, and halogeno; 

R8 and R9 are independently selected from H or lower alkyl; 

R10 is selected from lower alkyl, phenyl, R7-phenyl, benzyl or R7-benzy|; 

R11 is selected from OH, lower alkyl, phenyl, benzyl, R 7 -pheny! or R7-benzyl; 

R12 is selected from H, OH, alkoxy, phenoxy, benzyloxy, 
/ — \ 

-N R 13 

, -N(R 8 )(R9), lower alkyl, phenyl or R7-phenyl; 

R13 is selected from -0-, -CH 2 -, -NH-, -N(lower alkyl)- or -NC(0)Ri 9 ; 

R15, R16 and R17 are independently selected from the group consisting of H 
and the groups defined for W; or R i5 is hydrogen and R-| 6 and R 17 , together with 
adjacent carbon atoms to which they are attached, form a dioxolanyl ring; 

R19 is H, lower alkyl, phenyl or phenyl lower alkyl; and 
R 2 0 and R 2 i are independently selected from the group consisting of phenyl, W- 
substituted phenyl, naphthyl, W-substituted naphthyl, indanyl, indenyl, 
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tetrahydronaphthyl, benzodioxolyl, heteroaryl, W-substituted heteroaryl, benzofused 
heteroaryl, W-substituted benzofused heteroaryl and cyclopropyl, wherein heteroaryl 
is as defined above; 



(0 Formula (VIIA) or (VIIB): 



R 



A 



-N, 



O' 



R4 



(VIIA) 



or 



B 



R 



A 



/ — n \ 

or 



R4 



(VIIB) 



or a pharmaceutically acceptable salt or solvate thereof, 
wherein: 



A is -CH=CH-, -C=C- or-(CH 2 ) p - wherein p is 0, 1 or 2; 
Bis 




B' is 
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Rv 




D is -(CH2) m C(0). or -(CH2)q- wherein m is 1, 2, 3 or 4 and q is 2, 3 or 4; 

E is C10 to C20 alkyl or -C(0)-(C 9 to Ci 9 )-alkyl, wherein the alkyl is straight 
or branched, saturated or containing one or more double bonds; 

R is hydrogen, C1-C15 alkyl, straight or branched, saturated or containing one 
or more double bonds, or B-(CH 2 )r wherein r is 0, 1. 2, or 3; 

Rl. R2. R3r Rr. R2'- and R3- are independently selected from the group 
consisting of hydrogen, lower alkyl, lower alkoxy, carboxy, N0 2 . NH 2 , OH, halogeno, 
lower alkylamino, dilower alkylamino, -NHC(0)ORs. R6O2SNH- and -S(0)2NH2; 

R4 is 

//~^ (OR 5 )n 




wherein n is 0, 1,2 or 3; 

R5 is lower alkyl; and 

R6 is OH, lower alkyl, phenyl, benzyl or substituted phenyl wherein the 
substituents are 1-3 groups independently selected from the group consisting of 
lower alkyl. lower alkoxy, carboxy, N0 2 . NH 2 , OH, halogeno, lower alkylamino and 
dilower alkylamino; 

(g) Formula (VIII): 



O-G 



(VIII) 

or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (VIII) above. 
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R26j S HorOGl; 

G and Q1 are independently selected from the group consisting of 

0£>OR< 9£>R4 OR' 

hT_}"IOR 3 , _<^A.„ior3 , -CH 2 -(J)-.itoR5 

C0 2 R 2 °^CH 2 OR6 OR 3 OR4 

OR 3a 

and 4 0 ^0-^CH 2 R b ; 

R ^'(l provided that when R26 j S h or 

OH, G is not H; 

R, Ra and Rb are independently selected from the group consisting of H, -OH, 
halogeno, -NH2, azido, (Ci-C6)alkoxy(Ci-Ce)-alkoxy or-W-R30 ; 

W is Independently selected from the group consisting of -NH-C(O)-, -O-C(O)- 
, -0-C(0)-N(r31). -NH-C(0)-N(R31)- and -0-C(S)-N(R31). ; 

R 2 and R6 are independently selected from the group consisting of H, 
(Ci-C6)alkyl, aryl and aryl(Ci-C6)alkyl; 

R3 r4 r5 r7 R 3a and R 4a are independently selected from the group 
consisting of H, (Ci-C6)alkyl. aryl(Ci-C 6 )alkyl. -C(0)(Ci-C6)alkyl and 
-C(0)aryl; 

R30 is selected from the group consisting of R32. SU bstituted T, 
R32-substituted-T-(Ci -C 6 )alkyl, R 32 -substituted-(C2-C4)alkenyl, 
R 32 -substituted-(Ci-C6)alkyl, R32. su bstituted-(C3-C7)cycloalkyl and 
R 32 -substituted-(C3-C7)cycloalkyl(Ci-C6)alkyl; 

R31 is selected from the group consisting of H and (Ci-C4)alkyl; 

T is selected from the group consisting of phenyl, furyl, thienyl, pyrrolyl. 
oxazolyl, isoxazolyl, thiazolyl, iosthiazolyl, benzothiazolyl, thiadiazolyl, pyrazolyl, 
imidazolyl and pyridyl; 
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R 32 is independently selected from 1-3 substituents independently selected 
from the group consisting of halogeno, (Ci-C4)alkyl, -OH, phenoxy, 
-CF3, -N02. (Ci-C4)alkoxy, methylenedioxy, oxo, (Ci-C4)alkylsulfenyl, 
(Ci-C4)aUcyl$ulfinyl, (Ci-C4)alkylsulfonyi, -N(CH3)2, -C(0)-NH(Ci-C4)alkyl t 
-C(0)-N((C1 -C4)a!kyl)2, -C(OMCi -C4)alkyl, -C{0)-(Ci -C 4 )alkoxy and 
pyrrolidinylcarbonyl; or R32 j s a covalent bond and r31, the nitrogen to which it is 
attached and R 32 form a pyrrolidinyl, piperidinyl, N-methyl-piperazinyl, indolinyl or 
morpholinyl group, or a (Ci-C4)alkoxycarbonyl-$ubstituted pyrrolidinyl, piperidinyl, 
N-methylpiperazinyl, indolinyl or morpholinyl group; 

Ar1 is aryl or RlO-substituted aryl; 

Ar2 is aryl or R 1 Substituted aryl; 

Q is a bond or, with the 3-posrtion ring carbon of the azetidinone, 



-(CH2)q-, wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1; 

-(CH2)e-E-(CH2)r, wherein E is -O-. -C(O)-, phenylene, -NR22. 0 r 
-S(O)0-2-, e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 




R 1 is selected from the group consisting of 



-(C2-C6)alkenylene-; and 

-(CH2)f-V-(CH2)g-, wherein V is C3-C6 cycloalkylene, f Is 1-5 and g is 
0-5, provided that the sum of f and g is 1-6; 
R12| S 



-CH-, -C(C r C 6 alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 2 *X -Kl-, or - + NO' ; 

I 

R 13 and R14 are independently selected from the group consisting of -CH2-, 
-CH(Ci-C6 alkylh -C(di-(Ci-C6) alkyl), -CH=CH- and 
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-C(Ci-C6 alkyl)=CH-; or R 1 2 together with an adjacent Rl3 t or r12 together with an 
adjacent R 14 , form a -CH=CH- or a -CH=C(Ci-C6 alkyl)- group; 

a and b are independently 0, 1, 2 or 3, provided both are not zero; 

provided that when R13 i s -CH=CH- or -C(Ci-Ce alkyl)=CH-, a is 1; 

provided that when R 14 is -CH=CH- or -C(Ci-C6 alkyl)-CH-, b is 1 ; 

provided that when a is 2 or 3, the R 13 's can be the same or different; and 

provided that when b is 2 or 3 f the Rl*s can be the same or different; 

and when Q is a bond, R 1 also can be: 

R« ? 17 R 15 R 15 

^-Y d -C-Z h - f -X m -(C) s -Y n -(C) t -2p- or -^-<C) v -Y K -S(0) M -; 
R 16 R 1 * £it R16 

M is -O-, -S-, -S(O)- or -S(0)2-; 

X, Y and Z are independently selected from the group consisting of -CH2-, 
-CH(d-C6)alkyl- and -C(di-(Ci-C6)alkyl); 

R 10 and R 11 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of 
(Ci-C6)alkyl, -OR19 -0(C0)R19 -0(CO)OR21, -0(CH2)1-50R 19 , 
-O(CO)NR19r20 ? . N r19r20 ? -NR19(CO)R20 > -Nr19(CO)OR21, 
-NR19(CO)NR20r2S .NR19S02R 21 , -COOR19, -CONR19R20, .COR19, 
-SO2NR19R20, S(O)0~2R 21 , -0(CH2)1-10-COOR19, -O(CH2)1-l0CONRl9R20 f 
-(C1-C6 alkylene)-COORl9 -CH=CH-COOR 1 9 -CF3, -CN, -N02 and halogen; 

R15 and R17 ar e independently selected from the group consisting of -OR 1 9, 
-0(CO)Rl9 t -0(CO)OR21 and -O(CO)NR19r20 ; 

R16 anc j r18 are independently selected from the group consisting of H, 
(Ci-Ce)alky! and aryl; or R 15 and R 1 6 together are =0, or R 17 and R 1 8 together 
are =0; 

d is 1, 2 or 3; 

his 0,1, 2, 3 or 4; 
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s is 0 or 1; t is 0 or 1 ; m, n and p are independently 0-4; 
provided that at least one of s and t is 1, and the sum of m, n, p, s and t is 1-6; 
provided that when p is 0 and t is 1 , the sum of m T s and n is 1-5; and 
provided that when p is 0 and s is 1, the sum of m, t and n is 1-5; 
v is 0 or 1; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 

-X r (C> v -Y k -S(0)o. 2 - 
and when Q is a bond and R 1 is R 16 . , Ar 1 can also be 

pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imidazolyl, pyrazolyl, thiazolyl, pyrazihyl, 
pyrimidinyl or pyridazinyl; 

R 19 and R 20 are independently selected from the group consisting of H, 
(Ci-C6)alkyl, aryl and aryl-substituted (Ci-C6)alkyl; 

R21 is (Ci-C6)alkyl, aryl or R 2 4- S ubstituted aryl; 

R22 i s h, (Ci-C6)alkyl, aryl (C<|-C6)alkyl, -C(0)R19 or-COORl9. 

R 23 and R 24 are independently 1-3 groups independently selected from the 
group consisting of H, (Ci-C6)alkyl, (C<|-C6)alkoxy, -COOH, NO2, 
-NR 19 R 20 , -OH and halogeno; and 

R 2 5 is H, -OH or (Ci-C6)alkoxy; and 

(h) Formula (IX): 




or a pharmaceutically acceptable salt or solvate thereof, wherein in Formula (IX): 
R 1 is selected from the group consisting of H, G, G 1 , G 2 , -S0 3 H and -PO3H; 
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G is selected from the group consisting of: H, 




wherein R t Ra and R b are each independently selected from the group 
consisting of H, -OH, halo. -NH2, azido, (Ci-C6)alkoxy(d-C6)alkoxy O r~W-R30; 

W is independently selected from the group consisting of 
-NH-C(O)- ^O-C(O)-, -0-C(0)^N(R31)-. -NH-C(0)-N(R31)- and 
-0-C(S)-N(R31)-; 

R 2 and R 6 are each independently selected from the group consisting of H, 
(Ci-C6)alkyl, acetyl, aryl and aryl(Ci-C6)alkyl; 

R3 R4 r5, r7 > R3a an d R*a are each independently selected from the 
group consisting of H, (Ci-Ce)alkyl, acetyl, aryl(Ci-C6)alkyl, -C(0)(Ci-C6)alkyl and - , 
C(0)aryl; 

R 30 

is independently selected from the group consisting of 
R32-s U bstituted T, R32. sub stituted-T-(Ci-C6)alkyl, R 32 -substituted-(C2~C4)alkenyl, 
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R32- su bstituted-(Ci -C6)alkyl, R 32 -substituted-(C3-C7)cycJoalky] and R 32 - 
subsb'tuted-(C3-C7)cycloalkyl(Cl-C6)alkyl; 

R 31 is independently selected from the group consisting of H and (C-j- 
C4)alkyj; 

T is independently selected from the group consisting of phenyl, furyl, thienyl, 
pyrrolyl, oxazolyK isoxazolyl, thiazolyl, isothiazolyl, benzothiazolyl, thiadiazolyl. 
pyrazolyl, imidazolyl and pyridyl; 

R 32 is independently selected from 1-3 substituents which are each 
independently selected from the group consisting of H, halo, (Ci-C4)alkyl, -OH, 
phenoxy, -CF3, -NO2, (Ci-C4)alkoxy, methylenedioxy, oxo, (Ci-C4)a!kylsulfanyl, 
(Ci-C4)alkylsulfinyl. (Ci-C4)alkylsulfonyl, -N(CH3)2, -C(0)-NH{Ci-C4)alkyl, -C(O)- 
N((Ci-C4)alkyl)2, -C(0)-(Ci-C4)alkyl, -C(0)-{Ci-C4)alkoxy and pyrrolidinylcarbonyl; 

or R 32 is a covalent bond and R 3 1, the nitrogen to which it is attached and R 32 form 
a pyrrolidine, piperidinyl, N-methyl-piperazinyl, indolinyl or morpholinyl group, or a 
(Ci-C4)alkoxycarbonyl-substituted pyrrolidinyl, piperidinyl, N-methylpiperazinyl, 
indolinyl or morpholinyl group; 

G 1 is represented by the structure: 



wherein R 33 is independently selected from the group consisting of unsubstituted 
alkyl, R^-substituted alkyl, (R^XR^alkyh 




or 



H 2 N 
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R 34 is one to three substituents, each R 34 being Independently selected from 
the group consisting of HOOC-, HO-, HS-, (CH 3 )S-, H 2 N- f (NH 2 )(NH)C(NH)-, 
(NH 2 )C(0)-and HOOCCH(NH 2 + )CH 2 SS-; 

R 3S is independently selected from the group consisting of H and NH 2 -; 

R 36 is independently selected from the group consisting of H, unsubstituted 
alkyl, R^-substituted alkyl, unsubstituted cycloalkyl and R^-substituted cycloalkyl; 

G 2 is represented by the structure: 

R 37 

CH R 33 

wherein R 37 and R 38 are each independently selected from the group consisting of 
(Ci-C 6 )alkyl and aryl; 

R26 i S one to five substituents, each R 26 being independently selected from 
the group consisting of: 



a) 


H; 


b) 


-OH; 


c) 


-OCH 3 ; 


d) 


fluorine; 


e) 


chlorine; 


f) 


-O-G; 


9) 


-O-G 1 ; 


h) 


-O-G 2 ; 


i) 


-SO3H; and 


j) 


-PO3H; 



provided that when R 1 is H, R 26 is not H, -OH, -OCH 3 or -O-G; 

Ar 1 is aryt, R 10 -substituted aryl, heteroaryl or R 10 -substituted heteroaryl; 
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Ar 2 is aryl, R 1 1 -substituted aryl t heteroaryl or R 1 1 -substituted heteroaryl; 



L is selected from the group consisting of: 

a) a covalent bond; 

b) -(CH 2 ) q -> wherein q is 1-6; 

c) -(CH 2 ) e -E-(CH 2 )r, wherein E is -0-, -C(0)- T phenylene, -NR 22 - or 
-S(0)o.2-» e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 

d) -(C 2 -C e )alkenylene-; 

e) -(CH 2 )fA/-(CH 2 ) g - t wherein V is C 3 -C fi cycloalkylene, f is 1-5 and 
g is 0-5, provided that the sum of f and g is 1-6; and 

0 

M Y d 1 Zw Xjs— (C),— Y ri (C) 8 2p — X) — <C>,— Y k — S<0>« 

A* R 1 * R 16 * A* 



wherein M is-O-, -S-, -S(O)- or-S(0)2-; 

X, Y and Z are each independently selected from the group consisting of 
-CH2-, -CH(C 1 -C 6 )alkyl< and -Cfdi^d-CeJalkyi)-; 

R 8 is selected from the group consisting of H and alkyl; 

R10 and R 11 are each independently selected from the group consisting of 1- 
3 substituents which are each independently selected from the group consisting of 
(Ci-C6)alkyl, -OR19, -0(C0)R19, -0(CO)Or21 , -0(CH2)1-50R 1 9 - 
O(CO)NR19r20, _ NR 19 R 20, -NRl9(CO)R20 t -NR19(C0)0R21, 
-NR1 9(CO)NR20 R 25 t . NR 1 9s02R 21 , -COOR1 9, -CONR 1 9 r20, _ C ORl 9 . 
S0 2 NR19 R 20, S(O)0-2R 21 , -0(CH2)1-10-COOR19, -O(CH 2 )l-10CONRl9 R 20 f . 
(C1-C6 alkylene)-COORl9 -CH=CH*COORl9 _CF3, -CN, -NO2 and halo; 
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R 15 and R 17 are each independently selected from the group consisting of 
-OR 19 , -OC(0)R 19 , -OC<0)OR 2 \ - OC(0)NR 19 R 20 ; 

R 16 and R ie are each independently selected from the group consisting of H> 
(d-C 6 )alkyl and aryl; 

or R 16 and R 1 * together are =0, or R 17 and R 18 together are -O; 

d is 1,2 or 3; 
his 0, 1,2, 3 or 4; 
s is 0 or 1 ; 
tisOor 1; 

m, n and p are each independently selected from 0-4; 

provided that at least one of s and t is 1 , and the sum of m, n f p, s and t is 1-6; 
provided that when p is 0 and t is 1, the sum of m. n and p is 1-5; and provided that 
when p is 0 and s is 1 , the sum of m, t and n is 1-5; 

v is 0 or 1 ; 

j and k are each independently 1-5, provided that the sum of j, k and v is 1-5; 

Q is a bond, -(CH2)q-, wherein q is 1-6, or, with the 3-position ring carbon of 
the a2etidinone, forms the spiro group 



R 1 f-(R 13 ) 3 
(R 14 )i— 1 



wherein R** 2 is 



1 » II I __ j | 

-CH-, -0(0,-06 alkyl)-, -CF-, -C(OH)-, -©(CqH^R 23 )-, -N-, or - + NO* ; 



r13 and R 14 are each independently selected from the group consisting of 
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-CH2-, -CH(Ci-C6 alky!)-, -C(dHCi-C6) alkyl), -CH=CH- and -C(Ci-C6 alkyl)=CH-;. 
or R 12 together with an adjacent R 13 , or R 1 2 together with an adjacent R 14 form a - 
CH=CH- or a -CH=C(C1-C6 alkyl)- group; 

a and b are each independently 0, 1, 2 or 3, provided both are not zero; 
provided that when R13 is -CH=CH- or -C(Ci-C6 alkyl)=CH-, a is 1; provided that 
when R 14 is -CH=CH- or -C(Ci-Ce alkyl)=CH- f b is 1; provided that when a is 2 or 
3, the R 13 's can be the same or different; and provided that when b is 2 or 3, the 
R 14 's can be the same or different; 

and when Q is a bond and L is 



■«j) v — r k — s(0)e-i — 



then Ar 1 can also be pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imidazolyl, pyrazolyl, 
thiazolyl, pyrazinyl, pyrimidinyl or pyridazinyl; 

R 1 9 and R20 are each independently selected from the group consisting of H t 
(Ci-C6)alkyl, aryl and aryl-substituted (Ci-C6)alkyl; 

R21 is (Ci-C6)alkyl, aryl or R 24 -substituted aryl; 

R22 is H , (Ci-C6)alkyl, aryl (Ci-C6)alkyl, -C(0)R19 or -COOR19; 

R 2 3 and R 24 are each independently selected from the group consisting of 1- 
3 substituents which are each independently selected from the group consisting of H, 
(Ci-C6)alkyl, (Ci-C6)alkoxy t -COOH, NO2, -NR 1 9R20 t _QH and halo; and 
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R25 j S h, -OH or (Ci-Ce)alkoxy; 

for the treatment of an autoimmune disorder in a subject. 



25. (Currently Amended) A composition comprising: (a) at least one 
sterol absorption inhibitor or a pharmaceutical^ acceptable salt or solvate thereof 
and (b) at least one other agent useful for the treatment of an autoimmune disorder, 
wherein the at least one sterol absorption inhibitor is selected from the group 
consisting of sterol absorption inhibitors represented by the following Formulae: 



(a) Formula (I): 



R R 2 



Ar 1 -X m -(C) q -Y n -(C) r Z p Ar 3 



J N. 



or a pharmaceutical^ acceptable salt thereof or a solvate thereof, 
wherein: 

Ar 1 and Ar 2 are independently selected from the group consisting of aryl and 
R 4 -substituted aryl; 

Ar is aryl or R -substituted aryl; 

X, Y and Z are independently selected from the group consisting of 
-CH2-, -CH(lower alkyl)- and -C(dilower alkyl)-; 

R and R 2 are independently selected from the group consisting of -OR*, 
-0(CO)R $ , -0<CO)OR 9 and ~0(CO)NR 6 R 7 ; 

1 3 

R and R are independently selected from the group consisting of hydrogen, 
lower alkyl and aryl; 
qisOoM; 
rfsOorl; 
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m, n and p are independently selected from 0, 1, 2, 3 or 4; provided that at 
least one of q and r is 1, and the sum of m, n, p f q and r is 1, 2, 3, 4, 5 or 6; and 
provided that when p is 0 and r Is 1 , the sum of m r q and n is 1 , 2, 3, 4 or 5; 

4 

R is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 8 , -0(CO)R 6 , -0(CO)OR 9 , -0<CH 2 )^OR e , -0(CO)NrV, 

-nrV, -nr 6 <co)r 7 , -nr*(co)or 9 , -nr 6 (co)nrV, -nr $ so 2 r 9 , -coor b , 

-CONrV, -COR 6 , -S0 2 NR 6 R 7 t S(0)o. 2 R 9 , -OfCH^-COOR 6 , 
-O(CH 2 ) 1 _ 10 CONR 6 R 7 , flower alkylene)COOR 6 f -CH=CH-COOR 6 , -CF 3 , -CN, 
-N0 2 and halogen; 

5 

R is 1-5 substituents independently selected from the group consisting of 

-OR 6 , -0(CO)R*. -0(CO)OR 9 , -OCCH^OR 6 , -0(CO)NrV, -NR 6 R 7 , 

-NR 6 (CO)R ? t -NR 6 (CO)OR 9 , -NR*<CO)NR 7 R 8 , -NR 6 S0 2 R 9 , -COOR 6 , -CONRV, 

-COR 6 , -S0 2 NR 6 R 7 , S(0)„R 9 T -OCCH^o-COOR 6 , -O(CH 2 ) v10 CONR 6 R 7 , 

-(lower alkylene)COOR 6 and -CH=CH-COOR 6 ; 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 

R is lower alkyl, aryl or aryl-substituted lower alkyl; 
(b) Formula (III): 

R 1 



Ar 1 -A-Y-C-Z DX Ar 3 



R 2 



(111) 

or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (III) above: 

Ar 1 is R 3 -substituted aryl; 

Ar 2 is R 4 -substituted aryl; 

Ar is R -substituted aryl; 
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Y and Z are independently selected from the group consisting of -CH 2 -, 
-CH(lower alkyl)- and -C(dilower alkyl)-; 

A is selected from -O-, -S- f -S(O)- or -S<0) 2 -; 

R 1 is selected from the group consisting of -OR 8 , -0(CO)R 6 , -0(CO)OR 9 and 
-0(CO)NR e R 7 ; R* is selected from the group consisting of hydrogen, lower alkyl and 
aryl; or R 1 and R 2 together are =0; 

q is 1, 2 or 3; 

p is 0, 1 , 2, 3 or 4; 

5 

R is 1-3 substituents independently selected from the group consisting of 
-OR 6 , -0(CO)R*, -0(CO)OR°, -O(CH 2 ) M 0R 9 , -0(CO>NR 6 R 7 , -NR 6 R ? t -NR 6 {CO)R 7 , 
-NR*(CO)OR 9 , -NR*<CO)NR 7 R 8 , -NR*S0 2 -iower alkyl, -NR 6 SO r aryl, -CONR $ R 7 , - 
COR 6 , -S0 2 NrV, S(O) 0 _ 2 -alkyl, S(0)o_ 2 -aryl, -©(CH^o-COOR 6 , ~0<CH 2 V 

6 7 

10 CONR R , o-halogeno, m-halogeno, o-lower alkyl, m-lower alkyl, -(lower alkylene)- 

COOR 6 , and 

-CH=CH-COOR 5 ; 

3 4 

R and R are independently 1-3 substituents independently selected from the 
group consisting of R 5 , hydrogen, p-lower alkyl, aryl, -N0 2 , -CF 3 and p-halogeno; 

6 7 8 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 

*9 • 



R is lower alkyl, aryl or aryl-substituted lower alkyl; 
(c) Formula (IV): 

R IK-A 
Ar 1 -R 1 -Q^_kT 



(IV) 

or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (IV) above: 
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A is selected from the group consisting of R 2 -substituted heterocydoalkyl, R 2 - 
substituted heteroaryl. R 2 -substituted benzofused heterocydoalkyl, and R 2 - 
substituted benzofused heteroaryl; 

Ar 1 is aryl or R 3 -substituted aryl; 

Ar is aryl or R 4 -substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, forms the 

^lZj R6)a 
spiro group ( R )b . and 

R is selected from the group consisting of: 

-(CH 2 ) q -, wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1 ; 

-(CH 2 ) e -G-(CH 2 V, wherein G Is -0-, -C(O)-. phenylene, -NR 8 - or 
-5(0)0.2-, e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 
*(C 2 -C e alkenylene)-; and 

-(CHj) r V-(CH 2 ) 9 -, wherein V is C 3 -C e cycloalkyJene. f is 1-5 and g is 0- 
5, provided that the sum of f and g Is 1-6; 
R 5 is selected from: 

-CH-, -C(CVC e alkyl)-, -CF-, -C(OH)- -C(C e H 4 -R 9 )-. or- + NO" ; 

R e and R 7 are independently selected from the group consisting of 
-CH 2 -, -CHCC^Ce alkyl)-, -C(di-(C 1 -C 9 ) alkyl), -CH=CH- and 

-C(C,-C 6 alkyl)=CH-; or R S together with an adjacent R 6 , or R 5 together with an 

adjacent R 7 form a -CH=CH- or a ^CH=C(C 1 -C a alkyl)- group; 

a and b are independently 0, 1, 2 or 3, provided both are not zero; provided 

that when R 3 is -CH=CH- or -0(0,-0. alkyl)=CH-, a is 1 ; provided that when R 7 is 

-CH=CH- or -0(0,-06 alkyl)=CH-, b is 1 ; provided that when a is 2 or 3, the R% can 

be the same or different; and provided that when b is 2 or 3, the R 7, s can be the 
same or different; 
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and when Q is a bond, R 1 also can be selected from: 
R R 13 oil 



11 



R R 
where M is -O-, -S-, -S(O)- or -S(0) 2 -; 

X, Y and 2 are independently selected from the group consisting of 
-CH 2 -, -CH(C r C 6 alkyl). and -CtfH^-C,) alkyl); 

-10 12 

and R are independently selected from Ihe group consisting of 
-OR 14 , -0(CO)R 14 . -0(CO)OR 16 and -0(CO)NR l4 R 15 ; 

_11 13 

and R are independently selected from the group consisting of 
hydrogen, (C^alkyl and aryl; or R 10 and R 11 together are =0, or R 12 and R 13 
together are =0; 

dls 1,2 or 3; 

h is 0, 1 , 2, 3 or 4; 

s is 0 or 1 ; t is 0 or 1 ; m, n and p are independently 0-4; provided that at 
least one of s and t is 1, and the sum of m, n, p, s and t is 1-6; provided that when p 
is 0 and t is 1, the sum of m, s and n is 1-5; and provided that when p is 0 and s is 1, 
the sum of m, t and n is 1-5; 

visOoM; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 

R is 1-3 substituents on the ring carbon atoms selected from the group 
consisting of hydrogen, (C,-C t0 )alky|, <C 2 -C 10 )alkenyl, (C 2 -C 10 )afkynyl, 
(C 3 -C e )cycloalkyl, (Ca-C^cycloalkenyl, R 17 -substituted aryl, R 17 -substituted benzyl, 
R 17 -substituted benzyloxy, R 17 -substituted aryloxy. halogeno, -NR 14 R 15 , 
NR 14 R 15 ( Cl -C 6 alkytene)-, NR 14 R 15 C (0)(C r C 6 alkylene)-,-NHC(0)R 16 T 
OH, C r C 6 alkoxy, -OC(0)R 16 , .COR 14 , hydroxy^-C^alkyl. (C^C^alkoxytC,- 
C^alkyl. N0 2 , -S(0 )<w R 16 , -S0 2 NR 14 R 15 and -(C,-C 6 alkylene)COOR 14 ; when R 2 is a 
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substituent on a heterocycloalkyl ring, R 2 is as defined, or is =0 or ^o' M ■ 
and, where R is a substituent on a substitutable ring nitrogen, it is hydrogen, 
(CVC^alkyl, aryl, (C^alkoxy, aryloxy, (C^CeJalkylcarbonyl, arylcarbonyl, hydroxy, 
-(CH^CONrV 8 , 



o 



p18 

or JL > 

(CH^ -^O 



wherein J is -O-, -NH-, -NR 18 - or -CH 2 -; 

R 3 and R 4 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of (C^C^alkyl, 
-OR 14 , -0(CO)R 14 , -0(CO)OR 16 , -OCCH^OR 14 , -0(C0)NR 14 R 15 , -NRV 3 , 
-NR 14 (CO)R 15 . -NR 14 (C0)0R 16 , -NR 14 (CO)NR 1S R 19 , -NR 14 S 0 2 R 16 . -COOR 14 , 
-CONR 14 R 15 , -COR 14 . -S0 2 NR 1 V 5 , S(O) 0 . 2 R 16 , -O(CH 2 )„ 0 -COOR U , 

-°( CH 2)i-io c ONR 14 R 15 , -(0,-Ce alkylene)-COOR 14 , -ChMCH-COOR 14 -CF -CN - 
NO z and halogen; 

R 8 is hydrogen, (C^C^alkyl, aryl (Chalky!. -C(0)R 14 or -COOR 14 ; 

d 17 

R and R are independently 1-3 groups independently selected from the 
group consisting of hydrogen, (C^C^alkyl, (C^alkoxy, -COOH, NO z> 
-NR 14 R 1S , OH and halogeno; 



and R are independently selected from the group consisting of 
hydrogen, (Cj-C^alkyl, aryl and aryl-substituted (C^C^afkyl; 

R is (C^alkyl, aryl or R 17 -substituted aryl; 

R 18 rs hydrogen or (C, -Chalky!; and 

R is hydrogen, hydroxy or (C 1 -C 6 )alkoxy; 

(d) Formula (V): 
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or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (V) above: 

Ar 1 is aryl, R 1 ^substituted aryl or heteroaryl; 

Ar* is aryl or R 4 -substituted aryl; 

3 5 

Ar is aryl or R -substrtuted aryl; 

X and Y are independently selected from the group consisting of -CH r , 
-CH(lower alkyl)- and -C(dilower alkyl)-; 

R is -OR 6 , -O(C0)R 6 , -0(CO)OR* or ~0(CO)NR e R 7 ; R 1 is hydrogen, lower 
alkyl or aryl; or R and R 1 together are =0; 

q is 0 or 1 ; 

r is 0, 1 or 2; 

m and n are independently 0, 1, 2, 3, 4 or 5; provided that the sum of m, n 
and q is 1, 2, 3, 4 or 5; 

R 4 is 1-5 substituents Independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -OfCH^OR*, -0(C0)NR 6 R 7 , 
-NR 6 R 7 , -NR*(CO)R 7 , -NR 6 (CO)OR 9 , -nr 6 (co)nrV, -nr*so 2 r 9 , -coor 6 , 
-CONR 6 R 7 , -COR 8 , -S0 2 NR 6 R 7 , S(0)o. 2 R 9 , -OfCHJ^-COOR 6 , 
-OfCH^.^CONRV, -(lower alkylene)COOR e and -CH=CH-COOR* 

5 

R is 1-5 substituents independently selected from the group consisting of 
-OR 8 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 )^OR 8 , -0(CO)NR 6 R 7 t -NrV. -NR 6 (CO)R 7 , 
-NR 6 (CO)OR 9 , -NR 6 (CO)NRV ( -NR 6 SO z R*, -COOR 6 , -CONrV, -COR 8 , - 

SOjNRV, SiO)^, -©(CH^^-COOR 8 , -0(CH 2 ) 1 . 10 CONR 6 R 7 , -CF 3 , -CN, -N0 2 , 
halogen, 
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-(lower a1kylene)COOR 6 and -CH=CH-COOR*; 

R 6 , R 7 and R 8 are independently selected from the group consisting of 
hydrogen, lower alkyi, aryl and aryl-substituted lower alkyl; 

g 

R is lower alkyl, aryl or aryl-substituted lower alkyl; and 

R 10 is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -OfCH^OR 6 , -0(CO)NR 6 R 7 , 
-NrV, -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -nr 6 (co)nr 7 r 8 , -nr 6 so 2 r*, -coor 6 , 
-CONR 6 R 7 , -COR 6 , -S0 2 NR 6 R 7 , -S(0)o. 2 R 9 , -O(CH 2 ) 1 . 10 -COOR 6 . 

-O(CH 2 ) 1 . 10 CONR 6 R 7 , -CF 3 , -CN, -NO a and halogen; 



(e) Formula (VI): 



Ri— (R 2 )v 



R 20 



•N 



\ 



(VI) 



or a. pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein: 
R1 is 

-CH-, -C(lower alkyl)-, -6f-, -6(OH)-, -C(C 6 H 5 )-, -C(C 6 H 4 -R 15 )-, 
-N- or -iNO" ; 

R2 and R3 are independently selected from the group consisting of: 
-CH2-, -CH(lower alkyl)-, -C(dMower alkyl)-, -CH=CH- and -C(lower alkyl)=CH-; or 
Ri together with an adjacent R2, or R1 together with an adjacent R3 t form a 
-CH=CH- or a -CH=C(lower alkyl)- group; 

u and v are independently 0, 1 , 2 or 3, provided both are not zero; provided 
that when R2 is -CH=CH- or -C(lower alkyl)=CH-, v is 1; provided that when R3 is 
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-CH=CH- or -C(lower alkyl)=CH- f u is 1; provided that when v is 2 or 3, the R2'$ can 
be the same or different; and provided that when u is 2 or 3, the R3's can be the 
same or different; 

R4 is selected from B-(CH2)mC(0)-, wherein m is 0, 1, 2, 3 f 4 or 6; 
B-(CH2)q- wherein q is 0 V 1 , 2, 3, 4, 5 or 6; 

B-(CH2)e-2-{CH2)r, wherein Z is -O-, -C(O)-, phenylene, -N(Rs)- or -S(O)0-2-> e is 

0, 1 , 2, 3, 4 or 5 and r is 0, 1 , 2, 3, 4 or 5, provided that the sum of e and r is 0, 1 , 2, 
3, 4, 5 or 6; 

B-(C2-C6 alkenylene)-; 
B-(C4-C6 alkadienylene)-; 

B-(CH2)t-Z~(C2'C6 alkenylene)-, wherein 2 is as defined above, and wherein t is 0, 

1, 2 or 3, provided that the sum of t and the number of carbon atoms in the 
alkenylene chain is 2, 3, 4, 5 or 6; 

B-(CH2)f-V-(CH2)g-, wherein V is C3-C6 cycloalkylene, f is 1, 2, 3 P 4 or 5 and g is 0, 

1 , 2, 3, 4 or 5, provided that the sum of f and g is 1 , 2, 3, 4, 5 or 6; 
B-(CH2)t-V-(C2-C6 alkenylene)- or 

B-(C2-C6 alkenylene)-V-(CH2)t-> wherein V and t are as defined above, provided 
that the sum of t and the number of carbon atoms in the alkenylene chain is 2, 3, 4, 5 
or 6; 

B-(CH2)a-Z-{CH2)b-V-(CH2)d-. wherein Z and V are as defined above and a, b and 
d are independently 0, 1, 2, 3, 4, 5 or 6, provided that the sum of a, b and d is 0, 1, 2 t 
3, 4 t 5 or 6; or T-(CH2)s-, wherein T is cycloalkyl of 3-6 carbon atoms and s is 0, 1, 

2, 3, 4, S or 6; or 

1 

R1 and R4 together form the group B-CH=C- ; 

B is selected from indanyl, indenyl, naphthyl, tetrahydronaphthyl, heteroaryl or 
W-substituted heteroaryl, wherein heteroaryl is selected from the group consisting of 
pyrrolyl, pyridinyl, pyrimidinyl, pyrazinyl, triazinyl, imidazolyl, thiazolyl, pyrazolyl, 
thienyl, oxazolyl and furanyl, and for nitrogen-containing heteroaryls, the N-oxides 
thereof, or 
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R15 

7J± 



R17 

W is 1 to 3 substituents independently selected from the group consisting of 
lower alkyl, hydroxy lower alkyl, lower alkoxy, alkoxyalkyl, alkoxyalkoxy, 
alkoxycarbonylalkoxy, (lower alkoxyimino)-lower alkyl, lower alkanedioyl, lower alkyl 
lower alkanedioyl, allyloxy, -CF3, -OCF3, benzyl, R7-benzyl, benzyloxy, 
R7-benzyloxy, phenoxy, R7-phenoxy, dioxolanyl, N02,-N(R8)(R9)> N(R8)(Rg)-lower 
alkylene-, N(R8)(RgHower alkylenyloxy-, OH, halogeno, -CN, -N3, -NHC(O)ORi0, 
-NHC(O)Ri0. R1 1O2SNH-, (Rn 102S)2N-, -S(0)2NH2, -S(O)0-2R8> tert- 
butyldimethyl-silyloxymethyl, -C(0)Ri2, -COOR19, -CON(R8)(R9). 
CH=CHC(0)Ri2, -lower alkylene-C(0)R-|2, Ri0C{O)(lower alkylenyloxy)-, 

/ — \ 
-CH2-N R13 

N(R8)(R9)C(0)(lower alkylenyloxy)- and x — ' for substitution on ring 
carbon atoms, 

and the substituents on the substituted heteroaryl ring nitrogen atoms, when present, 
are selected from the group consisting of lower alkyl, lower alkoxy, -C(O)ORi0, 
-C(0)R1 0, OH, N(R8)(R9)-lower .alkylene-,N(R8)(R9)-lower alkylenyloxy-, - 
S(0)2NH2 and 2-(trimethylsily1)-ethoxymethyl; 

R7 is 1-3 groups independently selected from the group consisting of lower 
alkyl, lower alkoxy, -COOH, N02, -N(Rs)(R9), OH, and halogeno; 

R8 and R9 are independently selected from H or lower alkyl; 

R10 is selected from lower alkyl, phenyl, R7-phenyl, benzyl or Ry-benzyt; 

R-11 is selected from OH, lower alkyl, phenyl, benzyl, R7-phenyl or R7-benzyl; 

R12 is selected from H, OH, alkoxy, phenoxy, benzyloxy, 

^ — /Rl3 , -N(R8)(R9), lower alkyl, phenyl or R7-phenyl; 
R13 is selected from -O-, -CH2-, -NH-, -N(lower alkyl)- or-NC(0)Ri9; 
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R15, R16 and R17 are independently selected from the group consisting of H 
and the groups defined for W; or R15 is hydrogen and R16 and R17, together with 
adjacent carbon atoms to which they are attached, form a dioxolanyl ring; 

R19 is H, lower alkyl, phenyl or phenyl lower alkyl; and 
R20 and R21 are independently selected from the group consisting of phenyl, W- 

substituted phenyl, naphthyl, W-substituted naphthyl, indanyl, indenyl, 

tetrahydronaphthyl, benzodioxolyl, heteroaryl, W-substituted heteroaryl, benzofused 

heteroaryl, W-substituted benzofused heteroaryl and cyclopropyl, wherein heteroaryl 

is as defined above; 

(f) Formula (VIIA) or (VII B): 



R 



A 




(VIIA) 



or 



B 



A 



E- 




(VIIB) 



or a pharmaceutically acceptable salt or solvate thereof, 
wherein: 

A is -CH-CH-, . -C^C- or -(CH2)p- wherein p is 0, 1 or 2; 
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B is 




B' is 




D is -(CH2)mC(0)- or -(CH2)q- wherein m is 1 , 2, 3 or 4 and q is 2, 3 or 4; 



E is C10 to C20 alkyl or -C(0)-(Cg to C<tg)-alkyl, wherein the aikyi is straight 
or branched, saturated or containing one or more double bonds; 

R is hydrogen, C1-C15 alkyl, straight or branched, saturated or containing one 
or more double bonds, or B-(CH2)r -, wherein r is 0, 1 , 2, or 3; 

Rl, R2, R3, Rr, Rz. and R3' are independently selected from the group 
consisting of hydrogen, lower alkyl, lower alkoxy, carboxy, NO2, NH2, OH, halogeno, 
lower alkylamino, dilower alkylamino, ~NHC(0)ORs, R6O2SNH- and -S(0)2NH2; 



wherein n is 0, 1, 2 or 3; 

R5 is lower alky!; and 

Rs is OH r lower alkyl, phenyl,, benzyl or substituted phenyl wherein the 
substituents are 1-3 groups independently selected from the group consisting of 
lower alkyl, lower alkoxy, carboxy, N02, NH2, OH, halogeno, lower alkylamino and 
dilower alkylamino; 

(g) Formula (VIII): 



R4 is 




PAGE 68/113' RCVD AT 618/2007 4:03:03 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-5/10* DNIS:2738300 » CSID:412 471 4094 ' DURATION |miMS):1H4 



JUN-08-2007 16:23 



The Webb Law Firm 



412 471 4094 P. 069 



Application No. 10/700,909 

Paper Dated June 8, 2007 

In Reply to Office Action of March 5, 2007 

Attorney Docket No. CV06093US01 



• 1 -R 1 -Q 



O' 




(VIII) 



or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (VIII) above, 

R26 i S Hor OG 1 ; 

G and G 1 are independently selected from the group consisting of 



OH, Gis not H; 

R, R a and R b are independently selected from the group consisting of H, -OH, 
halogeno, -NH2, azido, (Ci-C6)alkoxy(Ci-C6)-aIkoxy or-W-R 30 ; 

W is independently selected from the group consisting of -NH-C(O)-, -O-C(O)- 
, -0-C(0)-N(R31)-, -NH-C(0)-N(R31). and -0-C(S)-N(r31)-; 

r2 and r6 are independently selected from the group consisting of H, 
(Ci-C6)alkyl, aryl and aryl(Ci-Ce)alkyl; 

r3„ R 4 , R 5 , R 7 , R3a and R 4a are independently selected from the group 
consisting of H f (Ci~C6)alkyl, aryl(Ci-C6)alkyl, -C(0)(Cl-C6)alkyl and 
-C(0)aryl; 

R30 j s selected from the group consisting of R 32 . su bstituted T, 
R3 2 -substituted-T-(Ci -C6)alkyl, R32. su bstituted-(C2-C4)alkenyl, 




and 




provided that when R 2 ^ is H or 
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R 32 -substituted-(Ci-C6)alkyl, R3 2 -substituted-(C3-C7)cycloalkyl and 
R 32 -substituted-(C3-C7)cycloalkyl(Ci-Ce)alkyl; 

R 3< 1 is selected from the group consisting of H and (Ci-C4)alkyl; 

T is selected from the group consisting of phenyl, furyl, thienyl, pyrrolyl, 
oxazolyl, isoxazolyt, thiazolyl, iosthiazolyl, benzothiazolyl, thiadiazolyl, pyrazolyl, 
imidazolyl and pyridyl; 

R32 js independently selected from 1-3 substituents independently selected 
from the group consisting of halogeno, <Ci-C4)alkyl, -OH f phenoxy, 
-CF3, -NC>2, (Ci-C4)alkoxy f m ethyl enedioxy, oxo, (Ci-C4)alkylsulfanyl, 
(Ci-C4)alkylsulfinyl 1 (Ci-C4)alkyIsulfonyl, -N(CH3)2. -C(0)-NH(C-|-C4)alkyl, 
-C(0)^N((Ci-C4)alkyl)2, -C(0)-(C1-C4)alkyl, -C(0)-(C1-C4)alkoxy and 
pyrrolidinylcarbonyl; or R 32 is a covalent bond and R 31 f the nitrogen to which it is 
attached and R 32 form a pyrrolidinyl, piperidinyl, N-methyl-piperazinyl, indolinyl or 
morpholinyl group, or a (C-|-C4)alkoxycarbonyi-substituted pyrrolidinyl, piperidinyl, 
N-methylpiperazinyl, indolinyl or morpholinyl group; 

Ar1 is aryl or R 10 -substituted aryl; 

At 2 is aryl or R1 1 -substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, 

V2_ (R i 3)a 
forms the spiro group <R 14 )b — ; and 

R 1 is selected from the group consisting of 

-(CH2)q-, wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1; 

-(CH2)e-E-(CH2)r, wherein E is -O-, -C(Oh phenylene, -NR 22 - or 
-S(O)0-2-, e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 
-(C2-C6)alkenylene-; and 

-(CH2)f-V-(CH2)g-, wherein V is C3-C6 cycloalkylene, f is 1-5 and g is 
0-5, provided that the sum of f and g is 1-6; 
R12 is 
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-CH-, -C(C r C e alky!)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 23 )-, -N- or - + NO' ; 

R 13 and R14 are independently selected from the group consisting of -CH2-, 
-CH(C1-C6 alkyl)- -C(di-(Ci-C6) alkyl), -CH=CH- and 

-C(Ci-C6 alkyl)=CH-; or R 12 together with an adjacent R 13 , or R12 together with an 
adjacent R 14 , form a -CH=CH- or a -CH=C(C<|-Ce alkyl)- group; 

a and b are independently 0, 1 , 2 or 3, provided both are not zero; 

provided that when R 13 is -CH=CH- or -C(Ci-C6 alkyl)=CH- T a is 1; 

provided that when R 14 is -CH=CH- or -C(Ci-C6 alkyl)=CH- T b is 1; 

provided that when a is 2 or 3, the R 13 's can be the same or different; and 

provided that when b is 2 or 3, the Rl 4 's can be the same or different; 
• and when Q is a bond, R 1 also can be: 

R« • I? 17 R 15 R 15 

-M-Y d -C-4~, -^-(C^-Y^^-Zp- or -^-(C^-Y^O)^; 

R 16 ^16 R16 

M is -0-, -S-, -S(O)- or -S(0)2-; 

X, Y and 2 are independently selected from the group consisting of -CH2-, 
-CH(Ci-C6)alkyl- and -C(di-(Ci-C6)alkyl); 

R 10 and R 11 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of 
(Ci-C6)alkyl, -ORl9, -0(C0)R19 -0(CO)OR21, -0(CH2)1-50R 19 , 
-O(CO)NR^R20, .NR19R20, -nr19(CO)R20, -NRl9(CO)OR21, 
-NR19(CO)NR20r25 ( -NR19S02R21, -COOR19 -CONR19r20, -COR19, 
-SO2NR19R20, S(O)0-2R 21 , -0(CH2)1-10-COOR19, -O(CH2)l-10CONRl9R20 t 
-(C1-C6 alkylene)-COORl9 -CH=CH-COORl9, -CF3, -CN, -NO2 and halogen; 

R 1 5 a nd r17 are independently selected from the group consisting of -OR 19 , 
-0(C0)R19, -0(CO)OR21 and -O(CO)NR19r20 ; 
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and R 1 ^ are independently selected from the group consisting of H, 
(Ci-C6)alkyl and aryl; or R 15 and R 16 together are =0, or R 17 and R 18 together 
are =0; 

d i$ 1 , 2 or 3; 

h is 0, 1, 2. 3 or 4; 

s is 0 or 1 ; t is 0 or 1 ; m, n and p are independently 0-4; 
provided that at least one of s and t is 1, and the sum of m, n, p, s and t is 1-6; 
provided that when p is 0 and t is 1 , the sum of m, s and n is 1-5; and 
provided that when p Is 0 and s is 1 , the sum of m t t and n is 1-5; 
v is 0 or 1 ; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 

-X r (C) v -Y K -S<0)o. 2 - 
and when Q is a bond and R 1 is R 1S , Ar 1 can also be 

pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imidazolyl, pyrazolyl, thiazolyl, pyrazinyl, 
pyrimidinyl or pyridazinyl; 

R 1 9 and R 2 ^ are independently selected from the group consisting of H, 
(Ci-C6)alkyl, aryl and aryl-substituted (C-|-C6)alkyl; 

R 21 is (Ci-C6)alkyl. aryl or R24- SU bstituted aryl; 

R22 j S h, (Ci-C6)alkyl, aryl (Ci-C6)alkyl, -C(0)R"I9 or -COOR19; 

r23 a nd R24 are independently 1-3 groups independently selected from the 
group consisting of H, (Cl-Ce)alkyl, (Cl-C6)alkoxy, -COOH, N02, 
-NR19R20, -oh and halogeno; and 

R 2 5 is H, -OH or (Ci-C6)alkoxy; and 

(h) Formula (IX): 
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Ar 1 




(IX) 



or a pharmaceutical ly acceptable salt or solvate thereof, wherein in Formula (IX): 
R 1 is selected from the group consisting of H, G, G 1 , G 2 f -SQ 3 H and -PO3H; 



G is selected from the group consisting of; H, 



R 4 a 



R 5 O n ^OR 4 R 5 0, 

C(0)OR 2 , 
OR 38 

^O^CH 2 R* 




or* 



wherein R, R a and R b are each independently selected from the group 
consisting of H, -OH, halo, -NH2, azido. (Ci-C6)alkoxy(Ci-C6)alkoxy or -W-R30; 

W is independently selected from the group consisting of 
-NH-C(O)-, -O-C(O)-, -0-C(0)-N(R31)-, -NH-C(0)-N(R31)- and 
-0-C(S)-N(R31).; 
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R 2 and R 6 are each independently selected from the group consisting of H, 
(Ci-CeJalkyl* acetyl, aryl and aryl(Ci-C6)alkyl; 

R 3 , R 4 , R 5 , R 7 , R 3a and R 4a are each independently selected from the 
group consisting of H, (Ci-Ce)alkyl, acetyl, aryl(C-|-C6)alkyl t -C(0)(Ci-Cs)a)kyl and - 
C(0)aryl; 

r30 is independently selected from the group consisting of 
R 32 -substituted T T R 32 -substituted-T-(C 1-C6>alkyl, R 32 -substituted-(C2-C4)alkenyl, 
R 32 -Sub$tituted-(C1-C6)alkyl, R 32 -$ubstituted-(C3-C7)cydoalkyl and R 32 - 
substituted-(C3-C7)cycloalkyl(Ci-C6)alkyl; 

r31 is independently selected from the group consisting of H and (Ci- 
C4)alkyl; 

T is independently selected from the group consisting of phenyl, furyl, thienyl, 
pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, benzothiazolyl, thiadiazolyl, 
pyrazolyl, imidazolyl and pyridyl; 

R 32 is independently selected from 1-3 substituents which are each 
independently selected from the group consisting of H, halo, (Ci-C4)alkyl t -OH, 
phenoxy, -CF3, -NO2, (Ci-C4)alkoxy, methylenedioxy, oxo, (Ci-C4)alkylsulfanyl, 
(Ci-C4)alkylsulfinyl, (Ci-C4)alkylSulfonyl, -N(CH3)2, -C(D)-NH(Ci-C4)alkyl, -C(O)- 
N((Ci-C4)alkyl)2, -C(0)-(Ci-C4)alkyl, -C(0)-(Ci-C4)alkoxy and pyrrolidinylcarbonyl; 

or R 32 i$ a covalent bond and R 31 , the nitrogen to which it is attached and R 32 form 
a pyrrolidinyl, piperidinyl, N-methyl-piperazinyl, indolinyl or morpholinyl group, or a 
(Ci-C4)alkoxycarbonyl-substituted pyrrolidinyl, piperidinyl, N-methylpiperazinyl, 
indolinyl or morpholinyl group; 

G 1 is represented by the structure: 
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O 





or 



H 2 N 



wherein R 33 is independently selected from tfte group consisting of unsubstituted 
alkyl, R 34 -substituted alkyl, (R 35 )(R 36 )alkyl-, 



R 34 is one to three substituents, each R 34 being independently selected from 
the group consisting of HOOC-, HO-, HS-, (CH 3 )S-, H 2 N- T (NH 2 )(NH)C(NH)-, 
(NH 2 )C(0)- and HOOCCH(NH 2 + )CH 2 SS-; 

R 35 is independently selected from the group consisting of H and NH 2 -; 

R 36 is independently selected from the group consisting of H, unsubstituted 
alkyl, R^-substituted alkyl, unsubstituted cycloalkyl and R^-substituted cycloalkyl; 

G 2 is represented by the structure: 



wherein R 37 and R 38 are each independently selected from the group consisting of 
(d-CeJalkyl and aryl; 

R 2 6 is one to five substituents, each r26 being independently selected from 
the group consisting of: 

a) H; 

b) -OH; 

c) -OCH 3 ; 

d) fluorine; 
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e) chlorine; 

f) -O-G; 
9) -O-G 1 ; 

h) -O-G 2 ; 

i) -SO3H; and 
j) -PO3H; 

provided that when R 1 is H, R 26 is not H, -OH, -OCH3 or -O-G; 

Ar" 1 is aryl, R 10 -substituted aryl, heteroaryl or R 1 °-substituted heteroaryl; 

Ar2 i$ aryl, R1 1 -substituted aryl, heteroaryl or R11 -substituted heteroaryl; 



L is selected from the group consisting of: 

a) a covalent bond; 

b) -(CH2>q-, wherein q is 1-6; 

c) -(CH 2 ) e -E-(CH 2 )r-, wherein E is -O-, -C(O)-, phenylene, -NR 22 - or 
~S<0)o-2-, e is 0-5 and r Is 0-5, provided that the sum of e and r is 1-6; 

d) -(C2-Ce)alkenylene-; 

e) ^(QH2)rV-(CH 2 ) 0 -, wherein V is Ca-Cscycloalkylene, f is 1-5 and 
9 is 0-5, provided that the sum of f and g is 1-6; and 



r r j" r 

-m— y„— o—^ — xs— (9).— Vri— ji).— n — Y K — SfOJoo- 



wherein M is -O-, -S-, -S(O)- or -S(0) 2 -; 

X, Y and Z are each independently selected from the group consisting of 
-CHz-, -CH(Ci-Ce)alkyl- and -CfdKd-Cs^lkyl)-; 



R 8 is selected from the group consisting of H and alkyl; 
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R 1 0 and R11 are each independently selected from the group consisting of 1- 
3 substituents which are each independently selected from the group consisting of 
(Ci-C6)alkyl, -OR19 -0(CO)Rl9 -CKCOJORZI, -0(CH2)1-50R 19 , - 
O(CO)NR19r20 i -NR19R20, -NR19(CO)R20, -NRlSfCOJORZI, 
-NR1 9(CO)NR20r25 > . NR 1 9S02R 21 , -COOR1 9, -CONR.1 9 R 20 , -COR^ 9 _ 
SO2NRl9 R 20 f S(O)0-2R 21 , -0(CH2)1-10-COOR 1 9, -O(CH2)1.10CONR19r20, . 
(C1-C6 alkylene)-COORl9 -CH=CH-COORl9, -CF3, -CN, -NO2 and halo; 

R 15 and R 17 are each independently selected from the group consisting of 
-OR 19 , -OC(0)R 1 *, -OC(0)OR 21 , - OC(0)NR 19 R 20 ; 

R ie and R 18 are each independently selected from the group consisting of H, 
(Ci-C$)alkyl and aryl; 

or R 15 and R 18 together are =0, or R 17 and R 18 together are =0; 

d is 1,2 or 3; 
hisO, 1,2, 3 or 4; 
s is 0 or 1 ; 
tisO on; 

m, n and p are each independently selected from 0-4; 

provided that at least one of s and t is 1, and the sum of m 7 n, p, s and t Is 1-6; 
provided that when p is 0 and t is 1, the sum of m t n and p is 1-5; and provided that 
when p is O and s is 1 , the sum of m, t and n is 1-5; 

v is 0 or 1 ; 

j and k are each independently 1-5, provided that the sum of J f k and v is 1-5; 

Q is a bond, -(CH2)q- wherein q is 1-5, or, with the 3-position ring carbon of 
the azetidinone, forms the spiro group 
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R 1 f-(R 13 )a 



wherein R 12 j s 



-CH-, -CCC^e alkyl)-, -CF-, -i 



C{OH)-, -C(C 6 H 4 -R 23 )-, -N-, or ; 



R 13 and R 14 are each independently selected from the group consisting of 



-CH2-, -CH(C<|-C6 alkyl)-, -C(di-(Ci-C6) alkyl), -CH=CH- and -C<Ct-C6 alkyl)=CH-; 
or R 12 together with an adjacent R 13 , or R 12 together with an adjacent R 14 form a - 
CH=CH- or a -CH=C(Ci-Ce alkyl)- group; 

a and b are each independently 0, 1, 2 or 3, provided both are not zero; 
provided that when R 13 is -CH=CH- or -C(Ci-Cb alkyl)=CH-, a is 1; provided that 
when R 14 is -CH=CH- or -C(C-|-C6 alkyl)=CH-, b is 1; provided that when a is 2 or 
3, the R 13 *s can be the same or different; and provided that when b is 2 or 3, the 
R 14 's can be the same or different; 

and when Q is a bond and L is 



then At 1 can also be pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imidazolyl, pyrazolyl, 
thiazolyl, pyrazinyl, pyrimidinyl or pyridazinyl; 

R 19 and R 2 ^ are each independently selected from the group consisting of H, 
(Ci-C6)alkyl, aryl and aryl-substituted (Ci-C6)alkyl; 
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R 21 is (Ci-Ce)alkyl, aryl or R 24 -substituted aryl; 



R 22 is H, (Ci-C6)alkyl. aryl (Ci-C6)alkyl, -C(0)R 19 or-COORl9; 



R 23 and R 24 are each independently selected from the group consisting of 1- 
3 substltuents which are each independently selected from the group consisting of H, 
(Ci-C6)alkyl, (Ci-C6)alkoxy, -COOH, NO2, -NR^R20 t -OH and halo; and 



R25 i S h, -OH or (Ci-C6)alkoxy. 

26. (Currently Amended) A therapeutic combination 
comprising; (a) a first amount of at least one sterol absorption inhibitor or a 
pharmaceutically acceptable salt or solvate thereof; and (b) a second amount of at 
least one other agent useful for the treatment of an autoimmune disorder, wherein 
the first amount and the second amount together comprise a therapeutically effective 
amount for the treatment, or pr e v e ntio n of an autoimmune disorder in a subject, 
wherein the at least one sterol absorption inhibitor is selected from the group 
consisting of sterol absorption inhibitors represented by the following Formulae: 



(a) Formula (I): 



R R 

I - I Q 



-N 



\ 



0) 



or a pharmaceutically acceptable salt thereof or a solvate thereof, 
wherein: 

1 2 

Ar and Ar are independently selected from the group consisting of aryl and 

4 

R -substituted aryl; 

Ar 3 is aryl or R*-substituted aryl; 
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X, Y and Z are independently selected from the group consisting of 
-CH2-, -CHflower alky])- and -C(dilower alkyl)-; 

R and R 2 are independently selected from the group consisting of -OR 8 , 
-0(CO)R 6 , -0(CO)OR 9 and -0(CO)NR e R 7 ; 

1 3 

R and R are independently selected from the group consisting of hydrogen, 
lower alkyl and aryl; 
q is 0 or 1 ; 
r is 0 or 1 ; 

m, n and p are independently selected from 0, 1, 2, 3 or 4; provided that at 
least one of q and r is 1, and the sum of m, n, p, q and r is 1, 2, 3, 4, 5 or 6; and 
provided that when p is 0 and r is 1, the sum of m, q and n is 1 , 2, 3, 4 or 5; 

R 4 is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 8 , -0(CO)R*, -0<CO)OR 9 , -OfCH^OR 6 , -0(CO)NrV, 
-NR 6 R 7 , -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 8 (CO}NR 7 R 8 t -NR 6 S02R 9 , -COOR*. 
-CONrV, -COR 6 , -S0 2 NrV, S(O) 0 . 2 R 9 , -OfCH^Q-COOR 6 , 
-O(CH 2 ) v10 CONR 6 R 7 , -(lower alky!ene)COOR 6 , -CH=CH-COOR 8 , -CF 3 , -CN, 
-N0 2 and halogen; 

5 

R is 1-5 substituents independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 ( -0(CO)OR 9 , -OfCH^OR 6 , -0(CO)NR 6 R 7 f -NrV, 
-NR 6 (CO)R 7 , -NR 8 (CO)OR 9 , -NB 6 (CO)NR 7 R*, -NR 6 S0 2 R 9 , -COOR 6 , -CONR 6 R 7 , 
-COR 6 , -S0 2 NR 6 R 7 , S(O) 0 . 2 R 9 , -OCCH^^^-COOR 8 , -O(CH 2 ) 1 , l0 CONR 6 R 7 f 
-(lower alkylene)COOR 6 and -CH=CH-COOR 6 ; 

6 7 8 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 

g 

R is lower alkyl, aryl or aryl-substituted lower alkyl; 
(b) Formula (III): 
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or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (III) above: 

1 3 

Ar is R -substituted aryl; 

2 4 

Ar is R -substituted aryl; 
Ar 3 is R 5 -substituted aryl; 

Y and Z are independently selected from the group consisting of -CH 2 - 
-CH(lower alkyl)- and -C(dilower alkyl)-; 

A is selected from -O, -S-, -S(O)- or -S{0) 2 -; 

1 6 $ 9 

R is selected from the group consisting of -OR t -0(CO)R , -0(CO)OR and 
-0(CO)NR R ; R is selected from the group consisting of hydrogen, lower alkyl and 

1 2 

aryl; or R and R together are -O; 
q is 1, 2 or 3; 
p is 0, 1, 2, 3 or 4; 

R 5 is 1-3 substituents independently selected from the group consisting of 
-OR 6 , -O(0O)R 6 , -0(CO)OR 9 , -OCCH^OR 9 , -0(C0)NR 6 R 7 , -NrV, -NR 6 (CO)R 7 f 
-NR 6 (CO)OR 9 p -NR 6 (CO)NR 7 R®, -NR*S0 2 -lower alkyl, -NR 6 S0 2 -aryl, -CONrV, - 
COR 6 , -S0 2 NRV f S(0)„-alkyl, S<0)„-aryl, ^CH^-COOR 6 , -0(0^. 

6 7 

10 CONR R , o-halogeno, m-halogeno, o-lower alkyl, m-lower alky!, -(lower alkylene)- 

COOR 6 , and 

-CH=CH-COOR 6 ; 

3 4 

R and R are independently 1-3 substituents independently selected from the 
group consisting of R 5 , hydrogen, p-lower alkyl, aryl, -N0 2 , -CF 3 and p-halogeno; 

6 7 8 

R f R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 
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R 9 is lower alkyl r aryl or aryl-substituted lower alkyl; 



(c) Formula (IV): 




or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (IV) above: 

A is selected from the group consisting of R 2 -substituted heterocycloalkyl, R 2 - 
substituted heteroaryl, R 2 -substituted benzofused heterocycloalkyl, and R 2 - 
subsb'tuted benzofused heteroaryl; 

Ar 1 is aryl or R 3 -substituted aryl; 
Ar 2 is aryl or R 4 -substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, forms the 

spiro group ( R k ; and 

R 1 is selected from the group consisting of: 

-( CH 2V> wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1 ; 

-(CH 2 ) e -G^CH 2 )-, wherein G is -0-, -C(O)-, phenylene, -NR 8 - or 
-^(O)^ e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 
-( C 2" c e alkenylene)-; and 

-< CH 2)r v ~( CH 2) g -. wherein V is C 3 -C Q cycloaJkylene, f is 1-5 and g is 0- 
5, provided that the sum of f and g is 1-6; 

R 5 is selected from: 

ii iii || 

-CH-, -C(C r C 6 alkyl)-, ^CF-, -C(OH)-, -C(C 6 H 4 -R 9 )- -N-, or-*NO" ; 
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6 7 

R and R are independently selected from the group consisting of 
-CH 2 -, -CH(C r C 6 alkyl)-, -CfdKC.-Cg) alky)), -CH=CH- and 

-C(CVC 6 alkyl)=CH-; or R 5 together with an adjacent R e , or R 5 together with an 

adjacent R 7 , form a -CH=CH- or a -CH^C^-Ce alkyl)- group; 

a and b are independently 0, 1, 2 or 3, provided both are not zero; provided 

that when R 6 is -CH-CH- or -C(C r C 6 alkyf)=CH-, a is 1; provided that when R 7 is 

-CH=CH- or -C{C,-C 9 alkyl)=CH- b is 1; provided that when a is 2 or 3, the R% can 

be the same or different; and provided that when b is 2 or 3, the R 7 's can be the 
same or different; 

and when Q is a bond, R 1 also can be selected from: 

P>10 p 12 R 10 R 10 

-M-Y^C-^-, -X m -(C) a -Y n -(C) t -2p- or -X r (C) v -Y K -S(0)o. 2 -; 
R 11 R 13 R11 R« 

where M is -0-, -S-, -S(O)- or -S(0) r ; 

X, Y and Z are independently selected from the group consisting of 
-CH 2 -, -CH<C r C e alkyl)- and -C(di-(C r C 6 ) alkyl); 

R 10 and R 12 are independently selected from the group consisting of 
-OR 14 , -0(CO)R 14 , -0(CO)OR 16 and -0(CO)NR 1 V 5 ; 

11 13 

R and R are independently selected from the group consisting of 
hydrogen, (C r C e )alkyl and aryl; or R 10 and R 11 together are =0, or R 12 and R 13 
together are =0; 

d is 1, 2 or 3; 

his 0,1, 2, 3 or 4; 

s is 0 or 1; t is 0 or 1 ; m, n and p are independently 0-4; provided that at 
least one of s and t is 1 , and the sum of m, n r p, s and t is 1-6; provided that when p 
is 0 and t is 1, the sum of m, s and n is 1-5; and provided that when p is 0 and s is 1, 
the sum of m, t and n is 1-5; 

v is 0 or 1; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 
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2 

R is 1-3 substituents on the ring carbon atoms selected from the group 
consisting of hydrogen, (C r C 10 )alkyl F <C 2 -C 10 )alkenyl t (C 2 -C 10 )alkynyl, 

(Ca-C^cycloalkyl, (C r C e )cycloalkenyl, R 17 -substituted aryl, R 17 -substituted benzyl, 

R 17 -substituted benzyloxy, R 17 -substituted aryloxy, halogeno, -NR 14 R 15 , 

NR 14 R 15 (C r C 6 alkyleneK NR 14 R 15 C(0)(C r C 6 alkylene)-,-NHC(0)R 16 , 

OH, C^C^ alkoxy, -OC(0)R 16 , -COR 14 , hydroxy^-C^alkyl, <C r C 6 )alkoxy(C r 

Co)alkyl f N0 2 , -S(O) 0 _ 2 R 16 , -SO z NR 14 R 15 and -(C^ alkylene)COOR 14 ; when R 2 is a 

2 I {CH2>« 

substituent on a heterocycloalkyl ring, R is as defined, or is =0 or ^o' ; 

2 

and, where R is a substituent on a substitutable ring nitrogen, it is hydrogen, 
(C r C 6 )alkyl, aryl, (C^C^alkoxy, aryloxy, (C^C^alkylcarbonyl, arylcarbonyl, hydroxy, 

-(CH^CONR^R 18 , 



ti. - x> 



"(CH2)(M 

wherein J is -O-, -NH-, -NR 18 - or -CH 2 -; 

3 4 

R and R are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of (C^Cgjalkyl. 

-OR 14 , -0(CO)R U , -O(C0)OR 16 , -0(CH 2 )^OR 14 , -0<CO)NR 14 R 1S , -NR 14 R 13 , 

-NR 14 (CO)R 15 , -NR 14 (CO)OR 16 , -NR 14 (CO)NR 15 R 19 , -NR 14 S02R 18 . -COOR 14 , 

-CONR 1 V 5 , -COR 14 , -S02NR 14 R 15 , S(0)o. 2 R 16 , -OtCH^^^-COOR 14 , 

-O(CH 3 ),. 10 CONR 14 R 1$ , -(C,-C 6 alkylene)-COOR 14 , -CH=CH-COOR 14 . -CF 3 , -CN, - 
NO a and halogen; 

R 8 is hydrogen, (C^C^alkyl, aryl (C,-C 6 )alkyl, -C(0)R 14 or -COOR 14 ; 

R 9 and R 17 are independently 1-3 groups independently selected from the 
group consisting of hydrogen, (C^C^alkyl, (C^C^alkoxy, -COOH, NO a , 

-NR 14 R 15 , OH and halogeno; 
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R and R are independently selected from the group consisting of 
hydrogen, (C^C^alkyl, aryl and aryl-substituted (C^C^alkyl; 

R 1S is (C^C^alkyl, aryl or R 1 Substituted aryl; 

R 13 is hydrogen or (C^C^alkyl; and 

R 1 * is hydrogen, hydroxy or (C r C 6 )aIkoxy; 

(d) Formula (V): 




(V) 

or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (V) above: 

Ar 1 is aryl, R 1 ^substituted aryl or heteroaryl; 

2 4 

Ar is aryl or R -substituted aryl; 

3 5 

Ar is aryl or R -substituted aryl; 

X and Y are independently selected from the group consisting of -CH r , 
-CH(lower alkyl)- and -C(dilower alkyl)-; 

R is -OR s , -O(C0)R 6 , -0(CO)OR 9 or -0(CO)NR 6 R 7 ; R 1 is hydrogen, lower 
alkyl or aryl; or R and R 1 together are =0; 

qisOorl; 

r is 0, 1 or 2; 

m and n are independently 0, 1, 2, 3, 4 or 5; provided that the sum of m, n 
and q is 1 , 2, 3, 4 or 5; 

R 4 is 1-5 substituents independently selected from the group consisting of 

lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 ) V5 OR 6 , -0(CO)NrV, 

-NRV, -NR 6 (CO)R 7 , -NR 8 (CO)OR*, ~NR 6 (CO)NR 7 R d -NR 6 S0 2 R S , -COOR 6 , 
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-CONRV, -COR 6 , -S0 2 NR 6 R 7 , S(0)^R 9 , -©(CH^.^-COOR 6 , 
-O(CH 2 ) M0 CONR 6 R 7 f -(lower alkylene)COOR 6 and -CH=CH-COOR e ; 

R 6 is 1-5 substituents independently selected from the group consisting of 
-OR 8 , -0(CO)R 6 , -0(CO)OR 9 , ^{CH^OR*, -0(CO)NR 6 R 7 -NR 8 R 7 , ^NR 6 (CO)R 7 , 
-NR 6 (CO)OR 9 -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 R*, -COOR*, -CONrV, -COR* - 

so 2 nr 6 r 7 S(Q)^r\ -o(ch 2 ) v10 -coor*. -chch^^^conrV, -CF 3 , -CN, -NO z , 
halogen, 

-(lower alkylene)COOR 6 and -CH=CH-COOR e ; 

6 7 8 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; 

R 8 is lower alkyl, aryl or aryl-substituted lower alkyl; and 

10 

R is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 ) 1 . 5 OR 6 , -0(CO)NR e R 7 , 
-NR 6 R 7 , -NR 6 (CO)R 7 , -NR $ (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 R 9 , -COOR 8 , 
-conrV, -cor 6 , -so 2 nr 6 r 7 , -SCO^jR 9 , -OfCH^.^-COOR 6 , 

-O(CH 2 ) 1 . 10 CONR 6 R 7 . -CF 3 , -CN, -NO z and halogen; 

(e) Formula (VI): 

R4 



S Ri— (R 2 )v A / R20 
(R 3 )u- 



•21 



or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein: 
R1 is 

-CH-, -Cflower alkyl)-, -6f-, -6(OH)-, -C(C 6 H S )-, -fc(C e H 4 -R 15 )-, 
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-Nh or -+NCT ; 
i 

R2 and R3 are independently selected from the group consisting of. 
-CH2-, -CHflower alkyl)-, -C(di-!ower alkyl)-, -CH=CH- and -C(lower alkyl)=CH-; or 
R1 together with an adjacent R2, or R1 together with an adjacent R3, form a 
-CH=CH- or a -CH=C(lower alkyl)- group; 

u and v are independently 0, 1, 2 or 3, provided both are not 2ero; provided 
that when R2 is -CH=CH- or -C(lower alkyl)=CH-. v is 1 ; provided that when R3 is 
-CH=CH- or -C(lower alkyl)=CH-, u is 1; provided that when v is 2 or 3, the R2's can 
be the same or different; and provided that when u is 2 or 3 k the R3's can be the 
same or different; 

R4 is selected from B-(CH2)mC{0)- l wherein m is 0, 1, 2, 3, 4 or 5; 
B-(CH2)q-, wherein q is 0, 1 , 2, 3, 4, 5 or 6; 

B-(CH2)e-Z-(CH2)r, wherein Z is -0- f -C(O)-, phenylene. -N(Rs)- or -S(O)0-2~ e * 

0, 1 , 2, 3, 4 or 5 and r is 0, 1 , 2, 3, 4 or 5, provided that the sum of e and r is 0, 1,2, 
3, 4, 5 or 6; 

B-(C2-Cs alkenylene)-; 
B-(C4-C6 alkadienylene)-; 

B-(CH2^Z-(C2-C6 alkenylene)-, wherein Z is as defined above, and wherein t is 0, 

1, 2 or 3, provided that the sum of t and the number of carbon atoms in the 
alkenylene chain is 2, 3, 4, 5 or 6; 

B-<CH2)fV-(CH2)g-, wherein V is C3-C6 cycloalkylene, f is 1, 2, 3, 4 or 5 and g is 0, 

1 , 2, 3, 4 or 5, provided that the sum of f and g is 1 , 2, 3, 4 r 5 or 6; 
B-<CH2)t-V-(C2-C6 alkenylene)- or 

B-(C2-C6 alkenylene)-V-(CH2)t-. wherein V and t are as defined above, provided 
that the sum of t and the number of carbon atoms in the alkenylene chain is 2, 3, 4, 5 
Or 6; 

B-(CH2)a-Z-(CH2)b-V-(CH2)d-. wherein Z and V are as defined above and a, b and 
d are independently 0,1,2, 3, 4, 5 or 6, provided that the sum of a, b and d is 0, 1 , 2, 
3, 4, 5 or 6; or T-(CH2)s-» wherein T is cycloalkyl of 3-6 carbon atoms and s is 0, 1, 

2, 3, 4, 5 or 6; or 
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i 

R1 and R4 together form the group B-CH=C- ; 

B is selected from indanyl, indenyl, naphthyl, tetrahydronaphthyl, heteroaryl or 
W-substituted heteroaryl, wherein heteroaryl is selected from the group consisting of 
pyrrolyl, pyridinyl, pyrimidinyl, pyrazinyl, triazinyl, imidazolyl, thiazolyl, pyrazolyl, 
thienyl, oxazolyl and furanyl, and for nitrogen-containing heteroaryls, the N-oxides 
thereof, or 




W is 1 to 3 substituents independently selected from the group consisting of 
lower alkyl, hydroxy lower alkyl, lower alkoxy, alkoxyalkyl, alkoxyalkoxy, 
alkoxycarbonylalkoxy, (lower alkoxyimino)-lower alkyl, lower alkanedioyl, lower alkyl 
lower alkanedioyl, allyloxy, -CF3, -OCF3, benzyl, R7-benzyl, benzyloxy, 
R7-benzyloxy, phenoxy, R7-phenoxy, dioxolanyl, N02>-N(R8)(Rg), N(Rs)(R9)-lower 
alkylene-, N(R8)(R9)-lower alkylenyloxy-, OH, halogeno, -CN, -N3, -NHC(0)ORm 
-NHC(O)Rl0, R1102SNH-, (R1102S)2N-, -S(0)2NH2, -S(O)0-2R8, tert- 
butyldimethyl-silyloxymethyl, -C(0)Ri2, -COOR19/ -CON(Rs)(R9), 
CH=CHC(0)R12, -lower aIkylene-C(0)Ri2, RioC(0)(lower alkylenyloxy)-, 

/ — v 

- CH 2 - N R 13 

N(R8)(R9)C(0)(lower alkylenyloxy)- and x — / for substitution on ring 
carbon atoms, 

and the substituents on the substituted heteroaryl ring nitrogen atoms, when present, 
are selected from the group consisting of lower alkyl, lower alkoxy, -C(0)ORio, 
-C(O)Ri0, OH, N(R8)(RgHower alkylene-,N(Rs)(R9)-lower alkylenyloxy-, - 
S(0)2NH2 and 2-(trimethylsilyi)-ethoxymethyI; 

R7 is 1-3 groups independently selected from the group consisting of lower 
alkyl, lower alkoxy, -COOH, NO2, -N(R8)(Rg), OH, and halogeno; 

R8 and Rg are independently selected from H or lower alkyl; 

R10 is selected from lower alkyl, phenyl, R7-phenyl f benzyl or R7~benzyl; 

Rl 1 is selected from OH, lower alkyl, phenyl, benzyl, R7-phenyl or R7-benzyl; 
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R12 is selected from H, OH, alkoxy, phenoxy, benzyloxy, 
/—\ 

N — f . -N(Rs)(R9), lower alkyl, phenyl or R7-phenyl; 

R13 i$ selected from -O-, -CH2-, -NH-, -Nflower alkyl)- or -NC(0)R19; 

R15. ^16 and R17 are independently selected from the group consisting of H 
and the groups defined for W; or R15 is hydrogen and R16 and R17, together with 
adjacent carbon atoms to which they are attached, form a dioxolanyl ring; 

R19 is H, lower alkyl, phenyl or phenyl lower alkyl; and 
R20 and R21 are independently selected from the group consisting of phenyl, W- 

substituted phenyl, naphthyl, W~substituted naphthyl, indanyl, indenyl, 

tetrahydronaphthyl, benzodioxolyl, heteroaryl, W-substituted heteroaryl, benzofused 

heteroaryl, W-substituted benzofused heteroaryl and cyclopropyl, wherein heteroaryl 

is as defined above; 

(0 Formula (VIIA) or (VIIB): 



R 



A 



B' — D 




R4 



(VIIA) 



or 



B 



R 



A 



R4 
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(VIIB) 

or a pharmaceutical^ acceptable salt or solvate thereof, 
wherein: 

A Is -CH=CH- -C=C- or -(CH2)p- wherein p is 0, 1 or 2; 
Bis 



B' is 




D is -{CH2) m C(0)- or -(CH2)q- wherein m is 1 , 2, 3 or 4 and q is 2, 3 or 4; 

E is C10 to C20 alkyl or -C(0)-(Cg to Ci9)-a!kyl, wherein the alkyl is straight 
or branched, saturated or containing one or more double bonds; 

R is hydrogen, C1-C15 alkyl, straight or branched, saturated or containing one 
or more double bonds, or B-(CH2)r wherein r is 0, 1, 2, or 3; 

R1. R2, R3, Rr, Rz» and R3' are independently selected from the group 
consisting of hydrogen, lower alkyl, lower alkoxy, carboxy, NO2, NH2. OH, halogeno, 
lower alkylamino, dilower alkylamino, -NHC(0)ORs, R6O2SNH- and -S(0)2NH2; 

R4 is 




wherein n is 0, 1, 2 or 3; 

R5 lower alkyl; and 

Rq is OH T lower alkyl, phenyl, benzyl or substituted phenyl wherein the 
substituents are 1-3 groups independently selected from the group consisting of 
lower alkyl, lower alkoxy, carboxy, NO2, NH2, OH, halogeno, lower alkylamino and 
dilower alkylamino; 
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(g) Formula (VIII): 

R 2 ? 



Ar 1 ~R 1 -Q ^& 



O-G 



(VIII) 

or a pharmaceutically acceptable salt thereof or a solvate thereof, wherein, in 
Formula (VIII) above, 
R26 isHorOG 1 ; 

G and are independently selected from the group consisting of 
9£>r>R4 ^.OR 4 0 PR 7 

H -<T^VlOR 3 , _^~V.lOR 3 , -CH 2 -<^_\-ilOR 5 
~\o 2 R 2 CH 2 OR 6 OR 3 OR4 

OR 38 

and 4 9 r3 o O 2 ^ b ' 

■RQf/A/ provided that when R 26 is H or 

^O^CH 2 R a 

OH, G is not H; 

R, R a and RP are independently selected from the group consisting of H, -OH, 
halogeno, -NH2, azido, (Ci-C6)aikoxy(Ci-C6)-aikoxy or -w-r30 ; 

W is independently selected from the group consisting of -NH-C(O)-, -O-C(O)- 
, -0-C(0)-N(R3!)-, -NH-C(0)-N(R31)- and -0-C(S)-N(R31)-; 

R 2 and R 6 are independently selected from the group consisting of H. 
(Ci-C6)alkyl, aryl and aryl<Ci-C6>alkyl; 

R3, r4 R5 t r7^ R3a and R 4a are independently selected from the group 
consisting of H, (Ci-C6)alkyl, aryl(Ci-C6)alkyl, -C(0)(C<|-C6)alkyl and 
-C(0)aryl; 
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R 30 is selected from the group consisting of R 32 -substituted T, 
R 32 -substituted-T-(Ci -Ce)alkyl, R 32 -substituted-(C2-C4)alkenyl t 
R 32 -substituted-(Ci-C6)alkyl. R 32 -substituted-(C3-C7)cycloaIkyl and 
R32-substituted-(C3-C7)cycloalkyl(Ci -Cs)alkyl; 

r31 j s selected from the group consisting of H and <Ci-C4)alkyl; 

T is selected from the group consisting of phenyl, furyl, thienyl, pyrrolyl, 
oxazolyl, isoxazolyl, thiazolyl, iosthiazolyl, benzothiazolyl, thiadiazolyl, pyrazolyl, 
imidazoiyl and pyridyl; 

R 32 is independently selected from 1-3 substituents independently selected 
from the group consisting of halogeno, (Ci-C4)alkyl, -OH, phenoxy, 
-CF3, -NO2, (Ci-C4)alkoxy, methylenedioxy, oxo, (Ci-C4)alkylsulfanyl, 
(Ci-C4)alkylsuinny] f <Ci-C4)alkylsulfonyl, -N(CH3)2, -C(0)-NH(Ci-C4)alkyl, 
-C(0)-N((Ci-C 4 )3lkyl)2, -C(0)-(C1-C4)alkyl, -C(0)-(Ci-C4)alkoxy and 
pyrrolidinylcarbonyl; or R 32 is a covalent bond and R 31 t the nitrogen to which it is 
attached and R 32 form a pyrrolidinyl, piperidinyl, N-methyl-piperazinyl T indollnyl or 
morphoiinyl group, or a (Ci-C4)alkoxycarbonyl-substituted pyrrolidinyl, piperidinyl, 
N-methylpiperazinyl, indolinyl or morphoiinyl group; 

Ar 1 is aryl or R 10 -substituted aryl; 

Ar 2 is aryl or R1 1-substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, 

forms the spiro group (R 14 )b — ; and 

R 1 is selected from the group consisting of 

-(CH2)q-, wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1; 

-(CH2)e-E-(CH2)r, wherein E is -O-, -C(Oh phenylene, -NR 22 - or 
-S(0)o-2-. © is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 

-(C2-C6)alkenylene-; and 
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~(CH2)f-V-(CH2)g- wherein V is C3-C6 cycloalkylene, f is 1-5 and g is 
0-5, provided that the sum of f and 9 is 1-6; 

~CH-, -C(Ci-C 6 alkyl)-, -CF-. -C(OH)-, -C(C 6 H 4 -R 23 ) % ~r!l- f or - + NO" ; 

R 13 and R 14 are independently selected from the group consisting of -CH2-, 
-CH(Ci-C6 alkyt)-, -C(di-(Ci -C6) alkyl), -CH=CH- and 

-C(Ci-Ce alkyt)=CH-; or R 12 together with an adjacent R 13 , or R 12 together with an 
adjacent R 14 form a -CH=CH- or a -CH-C(Ci-C6 alkyl)- group; 

a and b are independently 0, 1, 2 or 3, provided both are not zero; 

provided that when R 1 3 is -CH=CH- or -C(Ci-C6 alkyl)=CH- t a is 1 ; 

provided that when R 14 is -CH=CH- or-C(Ci-C6 alkyl)=CH-, b is 1; 

provided that when a is 2 or 3, the R 1 3's can be the same or different; and 

provided that when b is 2 or 3. the R 14, s can be the same or different; 

and when Q is a bond F R 1 also can be: 

R 15 F*" R15 R15 

-M-Y^C-Z-, -X m -(C) s -Y n -(C) t -Zp- or -Xi-(6) w -Y k -S{0)o. 2 -\ 
R 16 R™ ^16 Rie 

M is -O-, -S-, -S(O)- or -S(0)2-; 

X, Y and 2 are independently selected from the group consisting of -CH2- 
-CH(C1-C6)alkyl- and -C(di-(Ci-C6)alKyl); 

R 10 and R 11 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of 

(Ci-C6)alkyl, -OR 19 , -0(CO)R 19 -0(CO)OR 21 , -0(CH2)1-50R 19 
-0(CO)NR 19 R 29 , :N r19r20 i -NR 19 (CO)R 2 0 -NR i9 (CO)OR21, 
«NR19(CO)NR20r25 | -NR 19 S02R 21 , -COOR 19 -CONR19R20, -COR 19 
-SO2NR 19 R20, S(O)0-2R 21 . -0(CH2)1-10~COOR 19 -O(CH2)l-10CONR 19 R 2 0, 
-(C1-C6 alkylene)-COOR 19 -CH=CH-COOR 19 -CF3, -CN, -NO2 and halogen; 
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R 15 and R 17 are independently selected from the group consisting of -OR 19 , 
-0(C0)R19, -0(CO)OR21 and -O(CO)NR19r20 ; 

R 16 and R 1 8 are independently selected from the group consisting of H, 
(C-hC6)alkyl and aryl; or R 15 and R 1 S together are =0, or R 17 and R18 together 
are =0; 

d is 1 , 2 or 3; 

h is 0, 1, 2, 3 or 4; 

s is 0 or 1 ; t is 0 or 1 ; m, n and p are independently 0-4; 
provided that at least one Of s and t is 1, and the sum of m, n, p, s and t is 1-6; 
provided that when p is 0 and t is 1, the sum of m f s and n is 1-5; and 
provided that when p is 0 and s is 1 , the sum of m, t and n is 1-5; 
visOorl; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 

R 15 

-X r (C) v -Y k -S(0)o. 2 - 
and when Q is a bond and R 1 is R 16 , Ar1 can also be 

pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imidazolyl, pyrazolyl, thiazolyl, pyrazinyl, 
pyrimidinyl or pyridazinyl; 

R 1 ^ and R 20 are independently selected from the group consisting of H, 
(Ci-C6)alkyl, aryl and aryl-substituted (Ci-C6)alkyl; 

R 21 is (Ci-Cs)a]kyl, aryl or R 24 -substituted aryl; 

R 22 is H, (Ci-C6)alkyl, aryl (Ci-C6)alkyl, -C(0)R19 or-COORl9; 

R 23 and R 24 are independently 1-3 groups independently selected from the 
group consisting of H, (Ci-C6)alkyl, (Ci-C6)alkoxy, -COOH, NO2, 

-NR 19 R 20 t -OH and halogeno; and 

R 25 is H, -OH or (Ci-C6)alkoxy; and 

(h) Formula (IX): 
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Ar 




(IX) 



or a pharmaceutical^ acceptable salt or solvate thereof, wherein in Formula (JX): 
R 1 is selected from the group consisting of H, G, G\ G 2 , -SO s H and -PO^H; 



G is selected from the group consisting of: H f 



R 4 0. 




0(0)0^ , 




OR 3a 



*Xc' 



CH 2 R a 



and 



CH 2 OR° 



-OR' 



— H 2 C-< 

OR 3 



OR 



-H 2 C— <^ y — OR 5 
R^O^bR 4 . 



wherein R, R a and R b are each independently selected from the group 
consisting of H, -OH, halo, -NH2, azido, (Ci-C6)alkoxy(Ci-C6)alkoxy or-W-R30 ; 

W is independently selected from the group consisting of 
-NH-C(O)-, -O-C(O)-, -0-C(0)-N(r31). -NH-C(0)-N(r31)- and 
-0-C(S)-N(R31).; 
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R 2 and R 6 are each independently selected from the group consisting of H, 
(Ci-Ce)alkyl, acetyl, aryl and aryl(Ci-C6)alkyl; 

R 3 R 4 , R5, r7 > R3a and R 4a are eac h independently selected from the 
group consisting of H, (Ci-C6)alkyl, acetyl, aryl(C<i-C6)alkyl, -C(0)(Ci-C6)a1kyl and - 
C(0)aryl; 

R 30 is independently selected from the group consisting of 
R 32 -substituted T, R 32 ^substituted-T-(Ci-C6)alkyl. R 32 -substituted-(C2-C4)alkenyl, 
R 32 -substituted-(Ci-C6)alkyl, R 32 -substituted^(C3-C7)cycloalkyl and R 32 - 
substituted-(C3-C7)cycloalkyl(Ci-C6)aikyl; 

R 31 is independently selected from the group consisting of H and (Ci- 
C 4 )alkyl; 

T is independently selected from the group consisting of phenyl, furyl, thienyl, 
pyrrolyl, oxazolyl/ isoxazolyl, thiazolyl, isothiazolyl, benzothiazofyl, thiadiazolyl, 
pyrazolyl, imidazotyl and pyridyl; 

R 32 is independently selected from 1-3 substituents which are each 
independently selected from the group consisting of H, halo, (Ci-C4)alkyl, -OH, 
phenoxy, -CF3, -NO2, (Ci-C4)alkoxy, methylenedioxy, oxo, (Ci-C4)alkyl$ulfanyl, 
(Ci^alkylsulfinyl, (Ci-C4)alkylsulfonyt, -N(CH3)2, -C(0)-NH(Ci-C4)alkyl, -C(O)- 
N((Ci-C4)alkyl)2, -C(0)-(Ci-C4)alkyl. -C(0)-(C1-C4)alkoxy and pyrrolidinylcarbonyl; 

or R 32 is a covalent bond and R 31 , the nitrogen to which it is attached and R 32 form 
a pyrrolidinyl, piperidinyl, N-methyl-piperazinyl, indolinyl or morpholinyl group, or a 
<Ci-C4)alkoxycarbonyl-substituted pyrrolidinyl, piperidinyl, N-methylpiperazinyl, 
indolinyl or morpholinyl group; 

G 1 is represented by the structure: 
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r 33 — CH Js^ 




or 



H 2 N 



wherein R 33 is independently selected from the group consisting of unsubstituted 
alkyl. R^-substituted alkyl, (R 35 )(R 3e )alkyl-, 



R 3 * is one to three substituents, each R 34 being independently selected from 
the group consisting of HOOC-, HO-, HS-, (CH 3 )S-, H 2 N- (NH 2 )(NH)C(NH)-, 
(NH 2 )C(0> and HOOCCH(NH 2 *)CH 2 SS-; 

R 35 is Independently selected from the group consisting of H and NH2-; 

R 36 is independently selected from the group consisting of H, unsubstituted 
alkyl, R 34 -substituted alkyl, unsubstituted cycloalkyl and R M -substituted cycloalkyl; 

G 2 is represented by the structure: 



wherein R 37 and R 38 are each independently selected from the group consisting of 
(Ci-C 6 )alkyl and aryl; 

R26 i S one to five substituents, each R 26 being independently selected from 
the group consisting of: 

a) H; 

b) -OH; 

c) -OCH 3 ; 

d) fluorine; 





R' 



,3a 
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e) chlorine; 

f) -OG; 
9) -O-G 1 ; 

h) -O-G 2 ; 

i) -S0 3 H; and 
j) -PO3H; 



provided that when R 1 is H, R 26 is not H, -OH, -OCH 3 or -O-G; 

Ar1 is aryl, R™-substituted aryl, heteroaryl or R^O-substituted heteroaryl; 

Ar 2 is aryl, Rl1-substrtuted aryl, heteroaryl or R11 -substituted heteroaryl; 

L is selected from the group consisting of: 

a) a covalent bond; 

b) -(CH 2 ) q - J wherein q is 1-6; 

c) -(CH 2 ) e -E-(CH^) rT wherein E is -O-, -C(O)-, phenylene, -NR 22 - or 
-S{0)o- 2 -, e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 

d) -(C 2 -C 6 )alkenylene-; 

e) -(CH 2 )rV-(CH2) g -, wherein V is C3-C 6 cycloalkylene, f is 1-5 and 
g is 0-5, provided that the sum of f and g is 1-6; and 



R« R 1 ' R 10 R 15 

-m— Yd — | — — — *zr- <<k— Y n — ci)— 2p — Xi — (^)v— Y k S(0)o. 2 

fU • R 1fl l» " R 1B 



wherein M is -0-, -S-, -S(O)- or -S(0)2-; 

X, Y and Z are each independently selected from the group consisting of 
-CH2-, -CH(Ci-Ce)alkyl- and -C^Hd-Ce^lkyl)-; 

R s is selected from the group consisting of H and alkyi; 
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R 10 and R 11 are each independently selected from the group consisting of 1- 
3 substituents which are each independently selected from the group consisting of 
(Ci-Cs)alkyl, -OR1 9 -0(C0)R19 -0(C0)0R21, -0(CH2)1-50R1 9 - 
O(CO)NR19r20 j .NR19R20, -NR19(CO)R20, -NRl9(CO)OR21, 
-NR19(CO)NR20r25, -NR19S02R 21 , -COOR19, -CONR19r20, -COR19, - 
SO 2 NR19r20 f S(O)0-2R 21 . -0(CH2)1-10-COOR19, -O(CH 2 )1-10CONR19r20, . 
(C^C6 alkylene)-COORl9, -CH=CH-COORl9, -CF3, -CN, -N0 2 and halo; 

R 16 and R 17 are each independently selected from the group consisting of 
-OR 10 , -OC(0)R 19 , -OC(0)OR 2 \ - OC(0)NR 19 R 20 ; 

R 1$ and R 18 are each independently selected from the group consisting of H, 
(Ci-C 6 )alkyl and aryl; 

or R 15 and R 16 together are =0, or R 17 and R 18 together are =0; 

d is 1,2 or 3; 
h is 0, 1 , 2, 3 or 4; 
s is 0 or 1 ; 
t is 0 or 1; 

m, n and p are each independently selected from 0-4; 

provided that at least one of s and t is 1 , and the sum of m, n, p, s and t is 1-6; 
provided that when p is 0 and t is 1, the sum ofm. n and p is 1-5; and provided that 
when p is 0 and s is 1 , the sum of m, t and n is 1-5; 

v is 0 or 1 ; 

j and k are each independently 1-5, provided that the sum of j" k and v is 1-5; 

Q is a bond, -(CH2)q-, wherein q is 1-6, or, with the 3-position ring carbon of 
the azetidinone, forms the spiro group 
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R 1 f-< Rl3 >a 

(R 14 )i— J 



wherein R 12 js 



-CH-, -C(C r C 6 alkylK -CF-, -C(OH)-, -C(CqH a -R 2 *)-, -fL, or - + NO" ; 



R 13 and R 14 are each independently selected from the group consisting of 
-CH2-. -CH(Ci-C6 alkyl)- F -C{di-(Ci-C6) alkyf)> -CH=CH- and -C(Cl-C6 alkyl)=CH-; 

or R 12 together with an adjacent R 13 , or R 12 together with an adjacent R" 14 form a - 
CH=CH- or a -CH=C(Ci-C6 alkyl)- group; 

a and b are each independently 0. 1, 2 or 3, provided both are not zero; 
provided that when R 1 3 is -CH=CH- or -C(Ci-C6 alkyl)-CH-, a is 1; provided that 
when R14 j s -CH=CH- or -C(Ci-C6 alkyl)=CH- f b is 1; provided that when a is 2 or 
3, the R 13 's can be the same or different; and provided that when b is 2 or 3, the 
R 14 's can be the same or different; 

and when Q is a bond and L is 



then At 1 can also be pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imidazolyl, pyrazolyl, 
thiazolyl, pyrazinyl, pyrimidinyl or pyridazinyl; 

R19 and R 2 0 are each independently selected from the group consisting of H, 
(Ci-C6)alkyl, aryl and aryl-substituted (Ci-C6)alkyl; 




R 15 

(L— Y k S(0)^ — 
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R21 is (Ci-C6)alkyl, aryl or R 24 -substituted aryl; 

R22 is h, (Ci-C6)alkyl, aryl (Ci-Ce)alkyl, -C{0)R19 or -COOR 19 ; 

R23 and R 24 are each independently selected from the group consisting of 1- 
3 substituents which are each independently selected from the group consisting of H, 
(Cl-Ce)alkyl, (Ci-C6)alkoxy, -COOK N02, -NR19R20, _ 0 H and halo; and 

R25 i s h, -OH or (Ci-Cg)alkoxy. 
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